From:

cC:

Subject:
Date:
Priority:
Type:

Johnson, Robert (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
{FYDIBOHF235PDLT)/CN=RECIPIENTS/CN=0851E89240324306B78740A4A60745E2-JOHNSON, RO
<Robert.Johnson@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

: (FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga

<Gary.Disbrow@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

RE: Clinical Trial - BARDA lead for chloroquine/hydroxychloroguine
2020/03/25 05:50:24

Narmal

Note

Apologies for my really rude response below. | just got overwhelmed for a minute.

Please take it out of the therapeutic category.

Thanks.

Robert

Robert Johnson, Ph.D.
Director, Influenza and Emerging Infectious Diseases Division
Biomedical Advanced Research and Development Authority

BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G
Washington, D.C. 20201

Office: 202-401-4680

Cell; (b)Y /)

email: Robert.Johnsonf@HHS.gov

Legally Privileged - This e-mail transmission and any documents attached lo it may contain information
that is legally privileged. If you are not the intended recipient, or a person responsiblie for delivering this
transmission to the intended recipient, vou are hereby notified that any disclosure, copving, distribution,
or use of this transmission is strictly prohibited. If you have received this transmission in error, please
immediately notify the sender and destroy the original transmission, attachments, and destroy any hard

copies.

Note to contractors: nothing in this e-mail is intended to constitute contractual direction or to impact
casl, price, or schedule contained in the coniract. If the contractor believes there is an impact, the
contractor must disregard that portion of the communication und contact the Contracting Officer

for direction
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From: Disbrow, Gary (OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>

Sent: Wednesday, March 25, 2020 5:48 AM

To: Johnson, Robert (OS/ASPR/BARDA) <Robert.Johnson@hhs.gov>

Cc: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Subject: Re: Clinical Trial - BARDA lead for chloroquine/hydroxychloroquine

Robert
I am fine with it [ have no issues I think is great just need to know what spend line for budget.

Sent from my iPhone

On Mar 25, 2020, at 5:21 AM, Johnson, Robert (OS/ASPR/BARDA)
<Robert.Johnson@hhs.sov>wrote:

Rick and Gary,

I’'m not sure what to say. This was a $750,000 award made to PPD (simplified acquisition) to so we could
talk with them and work with Oacle, with whom they have experience. | mentioned on Monday’s call

where Rick told us about have to set up a trail in 48 hours, that we would need the CRO on immediately.

Amongst their other assets, PPD has experience with Oracle and understood how this process would
work.

The award allowed us to make significant progress, without a significant commitment.
The award was made before we knew about the potential change.

Can we just get on a call to discuss if there are concerns?

Thanks.

Robert

Robert Johnson, Ph.D.

Director, Influenza and Emerging Infectious Diseases Division
Biomedical Advanced Research and Development Authority
BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G

Washington, D.C. 20201

Office: 202-401-4680

Cellfbyd) |

email: Robert.Johnson@HHS.oov
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Legally Privileged - This e-mail transmission and any documents attached to it may centain information
that is legally privileged. If vou are not the intended recipient, or a person responsible for delivering this
transmission to the intended recipient, vou are hereby notified that any disclosure, copving, distribution,
or use of this transmission is strictly prohibited. If you have received this fransmission in error, please
immediately notify the sender and destroy the original transmission, attachments, and destray any hard
copies.

Note to contractors: nothing in this e-muail is intended to constitute contractual divection or to impact
cost, price, or schedule contained in the contract. If the contractor believes there is an impact, the
coptractor must disregard that portion of the communication and contact the Contracting Officer
far direction

From: Bright, Rick (OS5/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Wednesday, March 25, 2020 4:03 AM

To: Disbrow, Gary (OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>; Merkeley, Tyler (0S/ASPR/BARDA)
<Tyler.Merkeley@hhs.gov>

Cc: Blatner, Gretta (OS/ASPR/BARDA) <Gretta.Blatner@hhs.gov>; lohnson, Robert {O5/ASPR/BARDA)
<Robert.Johnson@hhs.gov>; Acheampong, Otuo (OS/ASPR/BARDA) (CTR)
<0tuo.Acheampong@hhs.gov>

Subject: Re: Clinical Trial - BARDA lead for chloroquine/hydroxychloroguine

| had the same question on the funding. | would like to see the plan before it is awarded. |
mentioned to Robert that some of the high level strategy might be morphing and the drug
supply might not materialize as Joe Hamel had hoped. Good to connect us all on a call today to
align. This might end up being smaller than originally envisioned.

Great work to all. Rick

From: Gary Disbrow <Gary.Disbrow(@hhs.gov>

Date: Wednesday, March 25, 2020 at 3:31 AM

To: Tyler Merkeley <Tyler.Merkeley(@hhs.gov>, "Bright, Rick (OS/ASPR/BARDA)"
<Rick.Bright(@hhs.gov>

Ce: Gretta Blatner <Gretta.Blatner(@hhs.gov>, Robert Johnson <Robert.Johnson(@hhs.gov>,
"Acheampong, Otuo (OS/ASPR/BARDA) (CTR)" <Otuo.Acheampong(@hhs.gov>, Gary
Disbrow <Gary.Disbrow(@hhs.gov>

Subject: RE: Clinical Trial - BARDA lead for chloroquine/hydroxychloroquine

Team,

How was the award made to PPD? What funding was used?
Thanks

Gary

Gary L. Disbrow Ph.D.
Deputy Assistant Secretary
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Director, Medical Countermeasure Programs
Biomedical Advanced Research and Development Authority
BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.\W. Room 640 G
Washington, D.C. 20201

Office: 202-260-0899

Mobilel/ K\ &)

Fax: 202-205-0873
email: Gary.Disbrow@HHS.gov

Legally Privileged - This e-mail transmission and any documents attached to it may contain information
that is legally privileged. if yau are not the intended recipient, or a person responsible for delivering this

transmission to the intended recipient, you are hereby notified that any disclosure, capying, distribution,

or use of this transmission is strictly prohibited. If you hove received this transmission in error, please

immediately notify the sender aond destroy the original transmission, attachments, and destroy ony hard

copies.

Note to contractors: nothing in this e-mail is intended to constitute contractual direction or to impact
cast, price, or schedule contained in the contract. If the contractor believes there is an impact, the
contractor must disregard that portion of the communication end contact the Contracting Officer
for direction

From: Merkeley, Tyler (O5/ASPR/BARDA) <Tyler.Merkeley@hhs.gov>

Sent: Tuesday, March 24, 2020 8:44 PM

To: Bright, Rick (O5/ASPR/BARDA) <Rick.Bright@hhs.gov>

Cc: Blatner, Gretta (OS/ASPR/BARDA) <Gretta.Blatner@hhs.gov>; Disbrow, Gary (OS/ASPR/BARDA)
<Gary.Disbrow@hhs.gov>; Johnson, Robert (0OS/ASPR/BARDA) <Robert.Johnson@hhs.gov>
Subject: Fwd: Clinical Trial - BARDA lead for chloroquine/hydroxychloroquine

Rick

Need an answer from you please on the below. Team is Deferring to you

We made an award to PPD today for the Expanded Access

Protocol for chloroquine/hydroxychloroguine that BARDA is running.

Are we going to want a comms package and web announcement around this effort. Before |
start the process | just want to confirm since this is a unique situation. | am assuming yes but
would like to confirm

Thanks

Tyler

Get Outlook for 10S
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U.5. Department of Health &Human Services {HHS)
O'Neill Buitding

200 C Street SW
Washington, DC 20024

Climriey |10 202.260.0315 | F202.205.8442 Connect on Linkedin

MedicalCounterMeasures.gov
DRIVe HHS.gov

Disclaimer: This message is intended for the exclusive use of the recipient{s) named above. It may contain information that is PROTECTED,
PRIVILEGED, andfor CONFIDENTIAL, and it should not be disseminated, distributed, or copied to persons not authorized to receive such
information. All sensitive documents must be properly labeled before dissemination via email. If you are not the intended recipient, any
dissemination, distribution, or copying is strictly prohibited. If you have received this communication in error, please erase all copies of the
message and its attachments and notify us immediately.

MNote: This email is intended to provide information and is not to be taken as a directive, If the recipient(s) believe(s) the information provided
herein may be construed as a directive, the recipient({s) should disregard that portion of the email.

Johnson, Robert (OS/ASPR/BARDA) {O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0851E89240324306B7874044A60745E2-JOHNSON, RO
<Robert.Johnson@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov:>

Sent Date: 2020/03/25 05:50:23
Delivered Date: 2020/03/25 05:50:24
Message Flags: Unread

Recipient:
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Hamel, Joseph {O5/ASPR/I0) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF235PDLT)/CN=RECIPIENTS/CN=96D2C1602DFA45E5AS5E21452A098B96D-HAMEL, JOSE
<Joseph.Hamel@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Roberts, Rosemary (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=4731b25305ad4907aae85267cd9e6822-rosemary.ro
<Rosemary.Roberts@fda.hhs.gov>;

Harrison, Brian (HHS/I0S) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=d145efc9c35c4865acabe9d47786b204-Harrison, B
<Brian.Harrison@hhs.gov>;

Kadlec, Robert (OS/ASPR/I0) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=a182eda693d040d3832baebefcf7a255-Kadlec, Rob
<Robert.Kadlec@hhs.gov>;

Shuy, Bryan (OS/ASPR/IQ) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=fdeb5ca04bbb4ed19fec2209b5f571e7-Shuy, Bryan
<Bryan.Shuy@hhs.gov>;

Charrow, Robert (HH5/0GC) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=00531138af454ce3ac0b5885bead345f-Charrow, Ro
<Robert.Charrow@hhs.gov>

To:

Lenihan, Keagan (FDA/OC) /o=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=3cd1b7aba9034ddb936017780583af7d-keagan.leni
<Keagan.Lenihan@fda.hhs.gov>;
Woodcock, Janet (FDA/CDER) /o=ExchangeLabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=5f925e9a0f9147b186d40072d474d1 3d-janet.woodc
<Janet.Woodcock@fda.hhs.gov>;
Cavazzoni, Patrizia (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=41bd389298db4965bf2443225fb2ad4ae-patrizia.ca
<Patrizia.Cavazzoni@fda.hhs.gov>;
Zadecky, Leo (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=36f040c6e17d4b309f854435abb22bae-leo.zadecky
<Leo.Zadecky@fda.hhs.gov>;
Jensen, Valerie E (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group

CC: (FYDIBOHF23SPDLT)/cn=Recipients/cn=200c9dcc/ab4d 2dabc458b5558c3823-valerie.jen
<Valerie.Jensen@fda.hhs.gov>;
Throckmorton, Douglas C (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=44cfe13037554ffe81725ff8f98a325c-douglas.thr
<Douglas.Throckmorton@fda.hhs.gov>;
Adams, Peter (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2d68d0d5%eb425cbbleadad46a2b9365-Adams, Pete
<Peter. Adams@hhs.gov>;
Disbrow, Gary (OS/ASPR/BARDA) /fo=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdad4dc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;
Johnson, Robert (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306h78740a4a60745e2-Johnson, Ro
<Raobert.Johnson@hhs.gov>

Subject: RE: Chloroguine
Date: 2020/03/19 14:41:28
Priority: Normal
Type: Note

Will do!

Strategic Innovation and Emerging Technology Manager
Assistant Secretary for Preparedness and Response
Office: 202-969-3852
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Cell[(b)(6)

From: Bright, Rick (OS/ASPR/BARDA } <Rick.Bright@hhs.gov>

Sent: Thursday, March 19, 2020 2:31 PM

To: Roberts, Rosemary (FDA/CDER ) <Rosemary.Roberts@fda.hhs.gov>: Harrison, Brian (HHS/IOS)
<Brian.Harrison(@hhs.gov>; Kadlec, Robert {OS/ASPR/I0) <Robert.Kadlec(@hhs.gov>; Shuy, Bryan
(OS/ASPR/IO) <Bryan.Shuy(@hhs.gov>; Charrow, Robert (HHS/OGC) <Rebert.Charrow(@hhs.gov>
Cc: Lenthan, Keagan (FDA/OC) <Keagan.Lenihan(a/fda.hhs.gov>; Woodcock, Janet (FDA/CDER)

<Janet.Woodcock(a fda.hhs.gov>; Cavazzoni, Patrizia (FDA/CDER) <Patrizia.Cavazzoni(@fda.hhs.gov>;

Zadecky, Leo (FDA/CDER) <Leo.Zadecky(fda.hhs.gov>; Jensen, Valerie E (FDA/CDER)
<Valerie.Jensen(@/fda.hhs.gov>; Throckmorton, Douglas C (FDA/CDER)

<Douglas. Throckmorton(@fda.hhs.gov>; Hamel, Joseph (OS/ASPR/10O) <Joseph.Hamel@hhs_gov>;
Adams. Peter (OS/ASPR/BARDA) <Peter.Adams(@hhs.gov>: Disbrow, Gary (OS/ASPR/BARDA)
<Gary.Disbrow({@hhs.gov>; Johnson, Robert (OS/ASPR/BARDA) <Robert.Johnson(@hhs.gov>
Subject: Re: Chloroquine

+ Joe Hamel and Peter Adams.
Joe, Peter, can you please add these to your market research today if you haven't already? Thanks, Rick
On 3/19/20, 2:09 PM, "Roberts, Rosemary" <Rosemary.Roberts(@ fda.hhs.gov> wrote:

Mr. Harrison,

Some additional information are manufacturers who are looking to return to the market (not currently
on the market). BARIDA may want to reach out to these companies:
* Chloroquine phosphate tablets, 150 mg and 300 mg

o Hikma Pharmaceuticals (to be distribuf; ikma}
Jerald Andry —jandry@l‘{ikma.com" 2)(0)

* Hydroxychloroquine sulfate tablets, 200 mg

o Hikma Pharmaceuticals (to be distributed by Hikma)
Jerald Andry - jandry@Hikma.com|(5)(5) |

o Mylan Pharmaceuticals (to be dlstrlbuted uted by Xlan]
Dawn Culp -~ Dawn.Culp@mylan.com |_| 6] |

Rosemary Roberts
2019 n-CoV FDA IMG Operations/Drug Lead
FDA/CDER/OCD

-----Original Message-----

From: Roberts, Rosemary <Rosemary.Roberts(@fda.hhs.gov>

Sent: Wednesday, March 18, 2020 7:28 PM

To: Harrison, Brian (OS) <Brian.Harrisonf@hhs.gov>; Kadlec, Robert P (OS)
<Robert.Kadiec(@hhs.gov>; Shuy. Bryan (O8) <Bryan.Shuy@hhs.gov>: Charrow, Robert {(OS}
<Robert.Charrow(whhs.gov>; Bright, Rick (OS) <Rick.Bright@@hhs.gov>
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Cc: Lenihan, Keagan <Keagan.Lenihan(@ fda.hhs.gov>; Woodcock, Janet
<Janet.Woodcock(@ fda.hhs.gov>; Cavazzoni, Patrizia <Patrizia.Cavazzoni(@{da.hhs.gov>; Zadecky. Leo
<Leo.Zadecky(@fda hhs.gov>; Jensen, Valerie E <Valerie.Jensen(w fda.hhs.gov>; Throckmorton, Douglas
C <Douglas. Throckmorton(@fda.hhs.gov>; Roberts, Rosemary <Rosemary.Roberts(@tda.hhs.gov>
Subject: FW: Chloroquine

Mr. Harrison,
In response to your request:

Manufacturers with product currently available (in alphabetical order):

* Chloroquine phosphate tablets, 150 mg and 300 mg

o Natco Pharma (distributed by Rising Pharmaceuticals)

Glenda Bryant (US Agent) glenda.bryant(@syneoshealth.com|(2)(E

* Hydroxychloroquine sulfate tablets, 200 mg

o Alkaloida Chemical Co (distributed by Sun Pharmaceutical) . _
Praveen Devakadaksham (US Agent)- Praveen.devakadaksham(@sunpharma.com |(£)(6) I

o Amneal Pharmaceuticals (distributed by Amneal Pharmaceuticals)

Janie Gwinn — Janie. gwinn@amneal.com or Candis Edwards — cedwards@amneal.com [(0)(5) |
o Concordia Pharmaceuticals (distributed by Concordia (Plaquenil®) and Prasco Laboratories)
Wayne Vallee (US Agent) — wayne.vallee(@cardinalhealth.com [0)(5)

o Sandoz (distributed by Sandoz) :

Lara Hansen - lara hansen@sandoz.com [(5(6) |

o Teva Pharmaceuticals (distributed by Actavis Pharma)

Joe DeVito — Joseph.DeVito@tevapharm.com |'_~_u__|_ ]

o TWi Pharmaceuticals (distributed by Dr. Reddy’s Laboratories) :
Kumara Sekar (US Agent) — kumara.sekar@twipharmausa.com/ )5}

o Zydus Pharmaceuticals (distributed by Northstar Rx, Zydus Pharmaceuticals)
Srinivas Gurram — Gsrinivas@zydususa.com 609-730-1900 ext. 110

Please let us know if any questions.

Rosemary Roberls
2019 n-CoV FDA IMG Operations/Drug Lead
FDA/CDER/OCD

-----Original Message-----

From; Cavazzoni, Patrizia <Patrizia.Cavazzeni@fda hhs.gov>

Sent: Wednesday, March 18, 2020 5:48 PM

To: Lenihan, Keagan <Keagan.Lenihanf@ fda.hhs.gov>; Harrison, Brian (OS)
<Brian.Harrison{@hhs.gov>

Ce: Kadlee, Robert P (OS) <Robert.Kadlec@hhs.gov>; Shuy, Bryan {OS) <Bryan.Shuy@hhs.gov>;
Charrow, Robert (OS) <Robert.Charrow(tghhs.gov>; Roberts, Rosemary
<Rosemary.Robertst@fda.hhs.gov>; Throckmorton, Douglas C <Douglas. Throckmuorton(@ fda.hhs.gov>

Subject: RE: Chloroguine

Referring to Rosemary Roberts (CDER CTECS), + Doug Throckmorton Rosemary will get
manufacturer information and liaise with CDER drug shortage group.

We don't have volume data, but we can get market share.

Patrizia
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-----Original Message-----

From: Lenihan, Keagan <Keagan.Lenihan@fda.hhs.gov>

Sent: Wednesday, March 18, 2020 5:44 PM

To: Harrison, Brian (OS) <Brian Harrison(@hhs.gov>

Cc: Cavazzoni, Patrizia <Patrizia.Cavazzoni@fda.hhs,gov>; Kadlec, Robert P (OS)
<Robert.Kadlec(@hhs.gov>: Shuy, Bryan (OS) <Bryan.Shuy({@hhs.gov>; Charrow, Robert {O5)
<Robert.Charrow({@hhs.gov>

Subject: RE: Chloroquine

HHS is trying to understand domestic supply and how we ramp that up. We need BARDAS help, but

we can provide the list of domestic manufacturers for you all to call and ask them to ramp up. Not sure we

have volume data, right Patrizia?

From: Harrison, Brian (HHS/IOS) <Brian.Harrison{@hhs.gov>

Sent: Wednesday, March 18, 2020 5:37 PM

To: Lenihan, Keagan <Keagan.Lenihan(@fda.hhs.gov>

Cc: Cavazzoni, Patrizia <Patrizia.Cavazzoni@fda.hhs.gov>; Kadlec, Robert P (OS)
<Robert.Kadlec(@hhs.gov>; Shuy, Bryan (OS) <Bryan.Shuy@hhs.gov>; Lenihan, Keagan
<Keagan.Lenihan(@fda.hhs.gov>; Charrow, Robert ((S) <Robert.Charrow(@hhs.gov>

Subject: Re: Chloroquine

+FDA

Brian Harrison

Chief of Staff

U.S. Department of Health and Human Services
202.690.7000

brian.harrison@hhs.gov

>0On Mar 18, 2020, at 5:35 PM, Lenihan, Keagan <Keagan.Lenihan(@fda_hhs.gov> wrote:
==
> Patrizia- connecting you with HHS leadership to help connect ASPR/BARDA with domestic
manufacturers of chloroquine. We need them to ramp up production quickly.
>
> Thanks.
> Keagan
>

> 8ent from my iPhone

Hamel, Joseph (OS/ASPR/10) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=96D2C1602DFA45E5ASE21452A098B96D-HAMEL, JOSE
<Joseph.Hamel@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF235PDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
Recipient: <Rick Bright@hhs.gov>;

Roberts, Rosemary (FDA/CDER) /o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=4731b25305ad4907aae85267cd9e6822-rosemary.ro
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Sent Date:
Delivered Date:

<Rosemary.Roberts@fda.hhs.gov>;

Harrison, Brian (HHS/IOS) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=d145efcSc35c4865acabe9d47786b204-Harrison, B
<Brian.Harrison@hhs.gov>;

Kadlec, Robert {(OS5/ASPR/10) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=al82eda693d040d3832baebefcf7a255-Kadlec, Rob
<Robert.Kadlec@hhs.gov>;

Shuy, Bryan (OS/ASPR/IQ) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=fdeb5cal4bob4ed15fec2 209b5f571e7-Shuy, Bryan
<Bryan.Shuy@hhs.gov>;

Charrow, Robert (HHS/OGC) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=00531138af454ce3ac0b5885bead345f-Charrow, Ro
<Robert.Charrow@hhs.gov>;

Lenihan, Keagan (FDA/OC) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=3cd1b7aba9034ddb936017780583af7d-keagan.leni
<Keagan.Lenihan@fda.hhs.gov>;

Woodcock, Janet (FDA/CDER) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=5f925e9a0f9147b186d40072d474d13d-janet. woodc
<Janet.Woodcock@fda.hhs.gov>;

Cavazzoni, Patrizia (FDA/CDER) /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=41bd389258db4965bf2443225fb2a4ae-patrizia.ca
<Patrizia.Cavazzoni@fda.hhs.gov>;

Zadecky, Leo (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=36f040c6e17d4b309f854435abb22bae-leo,zadecky
<leo.Zadecky@fda.hhs.gov>;

Jensen, Valerie E (FDA/CDER) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=900c3dcc/ab4d2dabc458b5558c3823-valerie.jen
<Valerie.Jensen@fda.hhs.gov>;

Throckmorton, Douglas C (FDA/CDER) /fo=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=44cfe13037554ffe81725ff8f98a325c-douglas.thr
<Douglas.Throckmorton@fda.hhs.gov>;

Adams, Peter (OS/ASPR/BARDA) Jo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2d68d0d5%aeb425cbbleadad6a2b9365-Adams, Pete
<Peter.Adams@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45fBfact29¢f09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>

2020/03/19 14:41:27
2020/03/19 14:41:28
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104 2020-04-17 8:34:50 -04:00

BARDA COVID-19 Acquisitions Report - Brief Report - Active Last Refreshed

Organization Name Project Name Product Acquisition Vehicle = Obligated Amount Date of Award or Project A

Category Action Reprogramming Status

v

(b)(4); (b)(5)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104 2020-04-17 8:34:50 -04:00

BARDA COVID-19 Acquisitions Report - Brief Report - Pending Last Refreshed

Organization Name Project Name Product Acquisition Vehicle = Obligated Amount Date of Award or Project A

Category Action Reprogramming Status
&

Iy y. f \/ B
(bY(4): (b){S)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.10183.104

BARDA COVID-19 Acquisitions Report - Obligated and Active

2020-04-17 8:34:50 -04:00
Last Refreshed

(D)(4); (b)(S)
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BARDA COVID-19 Acquisitions Report - Appropriation vs Obligation Last Refreshed

(D)(4); (B)(S)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104

BARDA COVID-19 Acquisitions Report - Location Information

Organization Name Project Name Product Obligated Amount Date of

Category Action

Last Refreshed

2020-04-17 8:34:50 -04:00

State/  Country
Province

(b)(4); (b)5)
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Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A92A4A4EB93EA7B54E17EB3C-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f3524317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Rabert.Johnsen@hhs.gov>

Subject: NIAID offered up Libby Higgs. EUA access plan for CQ and HCQ
Date: 2020/03/26 15:53:11

Priority: Normal

To:

Type: Note

From: Lambert, Linda (OS/ASPR/BARDA)

Sent: Thursday, March 26, 2020 3:52 PM

To: Marston, Hilary (NIH/NIAID) [E] <hilary.marston@nih.gov>

Cc: Beigel, John (NIH) [E] <jbeigel@niaid.nih.gov>; Walker, Robert (OS/ASPR/BARDA)
<Robert.Walker@hhs.gov>; Higgs, Elizabeth (NIH/NIAID) [E] <ehiggs@niaid.nih.gov>
Subject: RE: Please join - call going now re EUA access plan for CQ and HCQ

Thank you Hilary, thank you Libby, and thank you NIAID.

From: Marston, Hilary (NIH/NIAID) [E] <hilary.marston@nih.gov>

Sent: Thursday, March 26, 2020 3:50 PM

To: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Cc: Beigel, John (NIH) [E] <jbeigel@niaid.nih.gov>; Walker, Robert (OS/ASPR/BARDA)
<Robert.Walker@hhs.gov>; Higgs, Elizabeth (NIH/NIAID) [E] <ehiggs@niaid.nih.gov>
Subject: Re: Please join - call going now re EUA access plan for CQ and HCQ

Understood Linda and appreciated. Libby Higgs has been immersed in the data and would be able to
offer this input.

From: Linda Lambert <Linda.Lambert@hhs.gov>

Date: Thursday, March 26, 2020 at 2:44 PM

To: Hilary Marston <hilary.marston@nih.gov>

Cc: John Beigel <jbeige!@niaid.nih.gov>, "Walker, Robert (OS/ASPR/BARDA)"
<Robert.Walker@hhs.gov>

Subject: RE: Please join - call going now re EUA access plan for CQ and HCQ

Sorry that there was a scheduling conflict Hilary.

We need and highly value NIAID’s engagement and expertise in providing clinical perspectives as part of

the interagency.
Will that work?
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Linda

From: Marstan, Hilary (NIH/NIAID) [E] <hilary.marston@nih.gov>

Sent: Thursday, March 26, 2020 2:37 PM

To: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Cc: Beigel, John (NIH) [E] <jbeigel@niaid.nih.gov>; Walker, Robert (OS/ASPR/BARDA)
<Robert.Walker@hhs.gov>

Subject: Re: Please join - call going now re EUA access plan for €CQ and HCQ

Sorry we are both on the vax wg call, Still, NIH doesn’t really have a role in the eua?

On Mar 26, 2020, at 2:35 PM, Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>wrote:

Dear John and Hilary

Bob Walker sent out a meeting invite for the clinical call. He moves fast!
It’s important to have your input as part of our interagency partnership.
Can you dial in ar identify someone quickly wha can participate?

Linda

Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/QU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A92A4A4EB93EA7BS4E17EB3C-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>

Sent Date: 2020/03/26 15:53:10
Delivered Date: 2020/03/26 15:53:11

Recipient:
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Hamel, Joseph (OS/ASPR/10) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=96D2C1602DFA45E5ASE21452A098B96D-HAMEL, JOSE
<Joseph.Hamel@hhs.gov>

Bright, Rick {OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
To: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d33-Bright, Ric
<Rick.Bright@hhs.gov>

Shuy, Bryan (OS/ASPR/I0) /fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=fdebSca04bbb4ed19fec2 209b5f571e7-Shuy, Bryan
<Bryan,Shuy@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>

Subject: RE: HCQ donation
Date: 2020/03/23 15:07:56
Priority: Normal

cC:

Type: Note

Was typing as | got this... Connection inbound..

Strategic Innovation and Emerging Technology Manager
Assistant Secretary for Preparedness and Response
Office: 202-969-3852

Cell{(b)(6)

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Monday, March 23, 2020 3:02 PM

To: Hamel, Joseph (0S/ASPR/10) <Jaseph.Hamel @hhs.gov>

Cc: Shuy, Bryan (O5/ASPR/10) <Bryan.Shuy@hhs.gov>; Disbrow, Gary (OS/ASPR/BARDA)
<Gary.Disbrow@hhs.gov>

Subject: HCQ donation

Joe,

We really need your help. Would you mind maintaining your connection with Sandoz/Novartis
and coordinate a supply of CQ and HCQ donation to be directed to the NIH PCORI trial that is
trying to standup today? | can connect you with NIH and | think you have the Sandoz

connection. Charrow said this would not interfere with their process.

| really need your help to make this happen as soon as possible today. Can you please help
make the connections and watch the magic happen?

Thanks Rick

2nd Interim Response 23


mailto:Gary.Disbrow@hhs.gov
mailto:Bryan.Shuy@hhs.gov
mailto:Joseph.Hamel@hhs.gov
mailto:Rick.Bright@hhs.gov
mailto:Gary.Disbrow@hhs.gov
mailto:Bryan,Shuy@hhs.gov
mailto:Rick.Bright@hhs.gov
mailto:Joseph.Hamel@hhs.gov

Hamel, Joseph (Q5/ASPR/1Q) fO=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=96D2C1602DFA45E5A5E21452A098B96D-HAMEL, JOSE
<Joseph.Hamel@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f3524317aa74f46348442d39-Bright, Ric

<Rick.Bright@hhs.gov>;

Shuy, Bryan (OS/ASPR/10) /o=ExchangelLabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF23SPDLT)/cn=Recipients/cn=fdeb5cal4bbbded19fec2209b5f571e7-Shuy, Bryan

<Bryan.Shuy@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defda4dc0bb45f8fac629cf09-Disbrow, Ga

<Gary.Disbrow@hhs.gov>

Sent Date: 2020/03/23 15:07:55
Delivered Date: 2020/03/23 15:07:56
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From: Martin VanTrieste <martin@civicarx.org>

Bright, Rick {OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
To: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov=>

Subject: Heads-Up

Date: 2020/03/26 10:47:41
Priority: Normal

Type: Note

Civica’s supplier of hydroxychloroquine was located in Hungary. The Hungarian authorities, | suspended
the export of essential medications. There are several APl and finished product manufacturers located in
Hungary...

Martin VanTrieste | President and CEO
Serving Patients is Our Privilege

[=1

2912 Executive Parkway, Ste. 325

Lehi, UT 84043

mobile

email |martin@civicarx.org

web | https://protect2.fireeye.com/url?k=dfe40446-83b01d3a-dfe43579-0cc47adc5fa2-
1c5424871731d03b&u=http://www.civicarx.org/

Sender: Martin VanTrieste <martin@civicarx.org>

Bright, Rick (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

Sent Date: 2020/03/26 10:45:28
Delivered Date: 2020/03/26 10:47:41
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SNS Hydroxychloroquine/Chloroquine Requests

Requestor/State Clinical Trial Hydroxychloroquine/
Material Chloroquine

South Dakota Department of Health

Department of Veteran’s Affairs

Henry Ford Hsopital,2799 West Grand
Blvd, A-Basement Pharmacy, Detroit, M|

NRDC McKesson Warehouse 8313 Polk
Lane, Olive Branch, MS 38654

AmerisourceBergen, 6305 La Salle Drive,
Lockbourne, OH 43137

AmerisourceBergen, 6001 Global
Distribution Way, Louisville, KY 40228

Federal Bureau of Prisons, 1000 Air Base
Rd, Pollock, LA 71467

Cardinal Health Wheeling, WV 26003
Cardinal Health Lakeland, Fl 33805

Cardinal Health St. Charles, Mo 63301

Cardinal Health Staford, TX 77477

*Calculations of pills and bottles/blister packs are made by RQA based on data provided by SNS for cases of
product. These amounts are based on assumptions and may not be exact.

FOUO

Hydroxychloroguine
Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

187,200 Received 04/11/20
1,008,000 Received 04/09/20
100,800 Received 04/09/20
4,003,200 Received 04/09/20
1,003,200 Received 04/05/20
4,003,200 Received 04/09/20
120,000 Received 04/10/20
345,600 Received 04/09/20
196,800 Received 04/10/20
196,800 Received 04/10/20
196,800 Received 04/10/20

HCQ (100 pills/bottle): 35,918 Bottles* Remain (4/16/20 donation from

Mylan)

€Q (250 pills/pack): 3,952 Blister Packs* Remain
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SNS Hydroxychloroquine/Chloroquine Requests

Requestor/State ' Clinical Trial

Hydroxychloroquine/ # of Pills*
Material Chloroquine

Cardinal Health Groveport, OH 43125

Cardinal Health
Amerisource

McKesson

Seminole Tribe of Florida

North Carolina Division of Public Health

Nevada Public Health & Human Services

Mississippi Dept of Public Health

California Dept of Public Health
Henry Ford Hospital, Detriot M|
US Virgin Islands

California, LA County Public Health

New York, NYS Dept of Corrections and
Community Supervision Central
Pharmacy

FOUO

Yes

Hydroxychloroquine

Hydroxychloroquine
Hydroxychloroquine
Hydroxychloroquine
Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroquine

Hydroxychloroguine

Hydroxychloroguine
Hydroxychloroquine
Hydroxychloroquine
Hydroxychloroquine

Hydroxychloroquine

3,048,000

3,081,600

3,216,000

3,024,000
9600

998,400

14,400

24,000

3,297,400
81,600
19,200
28,800

139,200

Received 04/09/20

Received on 04/07/2020
Received on 04/07/2020
Received on 04/07/2020
Received on 04/07/2020

Received 04/05/2020(993,600)
Received 04/06/2020(4800)

Received 04/06/2020

Received 04/05/2020(14,400)
Received 04/07/2020(9600)

Received 04/06/2020
Received 4/05/2020

Received 04/03/2020
Received 04/03/2020

Received 04/03/2020
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Office of the Assistant Secretary for
Preparedness & Response
Biomedical Advanced Research &
Development Authority (BARDA)
Washington, D.C. 20201

March 27, 2020

Stephen M. Hahn, MD
Commissioner

Food and Drug Administration
10903 New Hampshire Ave.
Silver Spring, MD 20993-0002

Re: Request for Emergency Use Authorization
Use of chloroquine phosphate or hydroxychloroquine sulfate for Treatment of
COVID-19

Dear Dr. Hahn,

The Biomedical Advanced Research and Development Authority (BARDA) within the Office of
the Assistant Secretary for Preparedness and Response (ASPR), is submitting this request for
Emergency Use Authorization (EUA) for the following drugs to be distributed from the Strategic
National Stockpile (SNS) to public health authorities for treatment of COVID-19 during the
current public health emergency:

e chloroquine phosphate
e liydroxychloroquine sulfate

BARDA also refers to the Food and Drug Administration (FDA) final guidance entitled,
“Emergency Use Authorization of Medical Products and Related Authorities " (January 2017).

On February 4, 2020, pursuant to Section 564(b)(1 )}(C) of the Act, the Secretary of the
Department of Health and Human Services (HHS) determined that there is a public health
emergency that has a significant potential to affect national security or the health and security of
United States citizens living abroad, and that involves the virus that causes COVID-19. Pursuant
to Section 564 of the Act, and on the basis of such determination, the Secretary of HHS then
declared that circumstances exist justifying the authorization of emergency use of drugs and
biologics during the COVID-19 outbreak, pursuant to section 564 of the Act, subject to terms of
any authonization issued under that section. The Secretary has also issued a Declaration pursuant
to section 319F-3 of the Public Health Service Act (42 U.S.C. 247d-6d) to provide liability
immunity for activities related to medical countermeasures against COVID-19.
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Chloroquine phosphate and hydroxychloroquine sulfate are not FDA-approved for treatment of
COVID-19. Some versions of chloroquine phosphate are approved by FDA for other
indications—for suppressive treatment and acute attacks of certain strains of malaria and for the
treatment of extraintestinal amebiasis, but the chloroquine phosphate drug product to be covered
by this EUA has not been FDA-approved. Several versions of hydroxychloroquine sulfate are
approved by FDA for prophylaxis of and treatment of malaria, treatment of lupus erythematosus,
and treatment of rheumatoid arthritis.

Based upon limited in-vitro and anecdotal data, chloroquine phosphate and hydroxychloroquine
sulfate are currently recommended for treatment of hospitalized COVID-19 patients in several
countries, and a number of national guidelines report incorporating recommendations regarding
use of chloroquine phosphate or hydroxychloroquine sulfate in the setting of COVID-109.

This EUA request is for the following uses of chloroquine phosphate and hydroxychloroquine
sulfate; product will be distributed by the Strategic National Stockpile:

chloroquine phosphate
250 mg tablets supplied in blister packs containing ten 250 mg tablets that is not approved by
FDA for any indication.

Administered by a healthcare provider under a valid prescription to treat the following
populations:
e Adults and adolescent patients who weigh 50 kg or more and are hospitalized for
COVID-19 infection;
» Patients for whom participation in a clinical trial is not available or feasible,

hydroxychloroquine sulfate
200 mg tablet that is approved by FDA for other uses and accompanied by its FDA-approved
labeling and authonized Fact Sheets.

Administered by a healthcare provider under a valid prescription to treat the following
populations:
L ]
» Adult and adolescent patients who weigh 50 kg or more and are hospitalized for COVID-
19 infection;
e Patients for whom participation in a clinical trial is not available or feasible.

The request for emergency use of chloroquine and hydroxychloroquine is based on collaborative,
USG-interagency effort to rapidly respond to this continuously evolving public health
emergency. The breadth and scope of the intended uses of chloroquine or hydroxychloroquine in
this public health emergency will continue to be assessed by clinical experts from FDA,
BARDA, and Centers for Disease and Control Prevention.

On behalf of the USG interagency group responding to COVID-19, we appreciate FDA leading
this effort to combat COVID-19.
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If you have any questions or comments regarding this submission, please contact Tremel Faison.

Director (acting) of Regulatory and Quality Affairs at Tremel.Faison{@hhs.gov or at 301-956-
3096.

Sincerely,

Rick Bright, Ph.D.

Director

Biomedical Advanced Research and Development Authority (BARDA)
Office of Assistant Secretary for Preparedness and Response (ASPR)
U.S. Department of Health and Human Services (HHS)
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Hamel, Joseph (OS/ASPR/10) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=96D2C1602DFA45E5A5E21452A098B96D-HAMEL, JOSE
<Joseph.Hamel@hhs.gov>

Lenihan, Keagan (FDA/OC) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=3cd1b7aba9034ddb936017780583af7d-keagan.leni
<Keagan.Lenihan@fda.hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

Subject: RE: Hydroxychloroquine supply (>100 million tablets) + other COVID-19 therapeutic updates
Date: 2020/03/19 13:48:23

Priority: Normal

To:

Type: Note

Fantastic — Thank you Keagan!

Strategic Innovation and Emerging Technology Manager
Assistant Secretary for Preparedness and Response
Office: 202-969-3852

Cell; I Ry &S |

From: Lenihan, Keagan <Keagan.Lenihan@fda.hhs.gov>

Sent: Thursday, March 19, 2020 1:47 PM

To: Hamel, Joseph (0OS/ASPR/10) <Jaseph.Hamel@hhs.gov>; Bright, Rick (OS/ASPR/BARDA)
<Rick.Bright@hhs.gov>

Subject: Fwd: Hydroxychloroguine supply (>100 million tablets) + other COVID-19 therapeutic updates

Locks like Mylan might be a good bet. Can we check with them about this? 50 million for off label use
would be very helpful!

Sent from my iPhane

Begin forwarded message:

From: "Hahn, Stephen" <SH1@fda.hhs.gov>

Date: March 19, 2020 at 1:41:14 PM EDT

To: "Lenihan, Keagan" <Keagan.Lenihan@fda.hhs.gov>, "Shah, Anand" <Anand.Shah@fda.hhs.gov>,
"Amin, Stacy” <Stacy.Amin@fda.hhs.gov>, "Rom, Colin" <Colin.Rom@fda.hhs.gov>

Subject: Fwd: Hydroxychloroquine supply (>100 million tablets) + other COVID-19 therapeutic updates

As per our conversation
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Shield. Shelter. Save. Sustain.

HHS COVID-19 Top Highlights

April 8, 2020

Top Updates

¢ The Data Analytics team completed an updated model of the vent requirements under current
mitigation measures that forecasted a maximum requirement of 50k vents at the peak of the
response. There are currently over 70k vents in hospital inventories across the nation, with
approximately 26k in use today.
o The ability to move vents will need to be strategically managed as a federal asset.
o All states are now reporting their data to HHS/FEM for use in daily ventilator usage
report.
* Ventilators from the SNS were shipped to CO (100), MA (100) and Navajo Area IHS (50) to full
critical needs
« Region 1 is rerouting 2 (250-bed) FMS that were sent to MA and sending them to CT and RI.
One will be set up at Webster Bank Arena (Bridgeport, CT) and the other will be set up at
Lowes Building (North Kingsten, RI)
e (CT: First responder agencies are requesting pricrity testing for staff as they are losing staff
while awaiting test results
o 25209 (-828) - Total Hospital Projected Bed Capacity
o (USACE) - 17 (+0) Alternate Care Sites (ACS) = 14,759 (-828) total projected bed
capacity

What Have We Done

¢ Community Based Testing:
s 41 total sites: 26 live, 1 in progress, 4 closed, and 11 transitioned to state management
o Overall: 81,034 people have been screened and 73,433 have been tested since
March 23
o Tests Processed: 61,919 tests processed; 12,593 positive results, 538
indeterminate results

¢ CDC published two Morbidity and Mortality Weekly Report (MMWR) Early Release articles:
o Community Transmission of SARS-CoV-2 at Two Family Gatherings — Chicago,
lllinois, February—March 2020.
o Hospitalization Rates and Characteristics of Patients Hospitalized with Laboratory-
Confirmed Coronavirus Disease 2019 — COVID-NET, 14 States, March 1-30, 2020.

= New procurements/donations

o 10M doses of Hydroxychloroquine donated by Mylan approved with 1.5-2M tabs per
week; administered per FDA/BARDA EUA

o $17.2M contract awarded to Rite Aid for COVID-19 Self-Swab and Point-of-Care
Testing services

o NTE $2M contract awarded to Estes Express for COVID-19 transportation services

o $1.2M contract awarded to Ferno Military Systems for 300 headwall systems for High
Acuity Kits

o Modified contract with Asia Pacific for an additional $2.8M for COVID-19 transpoertation
services
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e SNS Procurements
o NTE $8.5M authorization to proceed with purchase of FMS Kitting Products and
shipping from South Company Supply was issued. Vendor will provide product for 100
kits to complete the kitting and build of 250 bed FMS sets.
o NTE $22.7M authorization to proceed with purchase of FMS Kitting Product
Replacement and shipping from Medline Industries was issued for building 250 bed
FMS sets.
. ventilators immediately available remaining SNS, androm DoD at Joint Base in
awaiting allocation.

PPE

« Nearly, 3,000 donations and offers of support have been processed through the NBEOC
Service Desk

« DoD provided 10.5 Million N95s to FEMA/HHS for distribution; 8.5 Million of these have been
distributed to 7 cities (and are captured in the above table in Donations). The remaining N95s
will be distributed to future areas of need by medical distributors

* The totals from April 7 to April 8 have decreased due to several procurements showing as
cancelled in LCSMS.

ALL PPE DONATIONS, PROCUREMENTS, and SNS SHIPMENTS (as of 6:15 p.m. April 8)

Source B. N93s C.Surgical Masks D. Gloves  E Surgical Gowns Total

Donation 144€8920 2.630,000 580,570 254 852 18,054,342

Procurec 11,763,088 1802750 6279392 34243 19,879,473

SNS 11,706,103 26533462 22240997 4357487 64,838,043

Total 37,838,111 30,986,212 29,200,959 4,646,576 102,771,858
TASK FORCES

e CBTS TF: 11 community based testing sites have fully transitioned to state management;;
positive commentary in the media on CBT sites; some sites will scon be able to utilize
nasopharyngeal (NA) swabs. Just in time media shipment began to arrive at each site on April
8, follow-on will arrive next week

« Community Mitigation TF: Developing plan for indicators and thresholds that will inform
communities on when they can safely reopen the community and allow people to return to
work; Risk Team looking at strategies and outreach possibilities to address the higher rates of
complications and deaths among African-American COVID-19 patients compared to other
races/ethnic groups

» Data Analytics TF: State data for 53 (+6) states/territories are integrated into the HHS

GeoHEALTH Common Operating Picture (COP) to support decision making policy actions on
such measures as stay at home/shelter in place orders, school closures, and declaration of

2nd Interim Response 33



o SPRVicy,

=

.
J*'E{Jﬂ

o WEALT,
W,
%

<0

Shield. Shelter. Save. Sustain.
state of emergency. Produced model that shows the estimated impacts of different mitigation

measure decisions

« Healthcare Resiliency TF: Focus is on utilization systems; focusing on Batelle decontamination
solution method for cleaning and re-using PPE, a method that could decontaminate 80,000

masks per day

« Laboratory Diagnostics TF: Piloted the online data collection form for hospitals to submit daily
testing data in a simplified format; Shipped RT-PCR testing reagents to Los Alamos and Pacific
Northwest National Laboratories to begin validation testing of alternative extraction methods

* MCM TF: Highlighted new ORCHID clinical study: study to evaluate hydroxychloroquine for
COVID-19; 10 of 510 patients enrolled; continuing to enroll patients in other studies. USG
funded clinical studies:

o Therapeutics: 4 Phase 3 trials
o Vaccines: 2 Phase 1 trials
o Observational Natural History Study

= Supply Chain TF: 4 new Airbridge flights arrived April 8; DoD is developing a breader and
longer-term strategy involving switching partially or entirely, depending on the need, to a
maritime bridge rather than the air bridge
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What We Are Doing

« RI: The state intends to use the Federally provided testing machines to support low volume
testing at respiratory clinic and mobile settings for demographics who are unable to travel to
testing sites

« CBTS TF: Extensions of federal management being processed for sites in New Jersey, Texas,
Louisiana, and possibly lllinois and Florida;

=  Community Mitigation TF: developing outline for frequently asked questions on children and
youth with special health care needs with HRSA; developing a plan for indicators and
thresholds that a community or state can just when they start to lift CMM and the plan for how
that should move forward

« Data Analytics TF: Modeling ICU and vent cases over time of outbreak to support MCM task
force in how many doses of treatment will be necessary throughout outbreak

« Healthcare Resilience TF: PPE Preservation workgroup is finalizing the key performance
indicators for Battelle to report production ocutput, impact of decontaminated N-385 respirators
per day

s |aboratory Diagnastics TF: Continuing to support stocking of IRR with diagnostic supplies,
including the movement of 210 extraction kits (250 tests per kit) for state Public Health Labs;
developing testing strategy to get people back to work safely; working to alleviate testing supply
bottlenecks

« Supply Chain TF: Rescurce Prioritization Cell will publish Bulletin #2 with recommendations for
PPE, Extraction Kits (Pharmaceuticals), and Battelle N95 Sterilization Systems by geographic
areas for NRCC and Resource Support Section allocation decision making. This list will update
Appendix B of all MOAs with partnering distributors to provide direction for resource distribution
to federal pricrities

US CASE COUNTS & OUTBREAK UPDATES

e 430,091 [+32,518] cases and 14,794 [+1,900] deaths
e 7,513 U.S. healthcare workers COVID positive (128 travel related, 1,376 contact with known
case, 6,009 under investigation} and 25 deaths (11 CA, 4 LA, 6 NY, 1 KS, 1 MA, 1 WA, 1 PA) -
per CDC report, update was not available by reporting deadline
« Domestic outbreaks, widespread:
o 50 states + DC, Guam, PR, USVYI, and CNMI have cases
o 8 states have over 5,000 cases and 9 states have over 15,000. NY has 151,473 cases
(including 81,803 in NYC (54% of the state total) representing 35% of all US cases
¢ International outbreaks, widespread:
o There were 73,639 new cases and 6,695 new deaths in the last 24 hours. PAHO region
accounted for 45% and Europe accounted for 46% of the reported new cases
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From:

To:

CcC:

West, Lauren R. <LRWEST@mgh.harvard.edu>

'Raabe, Vanessa' <Vanessa.Raabe@nyulangone.org>;
'McLellan, Susan' <sumclell@utmb.edu>

'Vasistha, Sami' <sami.vasistha@unmc.edu>;
'Kraft, Colleen S' <colleen.kraft@emory.edu>;
'Levine, Corri B,' <cblevine@utmb.edu>;
'Aneesh Mehta' <aneesh.mehta@emory.edu>;
'Cabada, Miguel' <micabada@utmb.edu>;
'ashane@emory.edu’ <ashane@emory.edu>;
'_@Ip_glg%ag;bﬁlaan [ <KBouIter@nebraskamed com>;
hV(R) [@gmail.com' </1.; g@gmali com:>;
Caraline Croyle@dhha.org' <CLFBTT"”CWE@‘dhha org>;
‘Larson, LuAnn’ <llarscn@unmc.edu>;
'Lowe, John-martin J' <jjlowe@unmc.edu>;
'‘ahmed.babiker@emory.edu’ <ahmed.babiker@emory.edu>;
‘jennifer.garland@cshs.org' <jennifer.garland@cshs.org>;
'Kortepeter, Mark G' <mark.kortepeter@unmc.edu>;
'sandra.ockers@emoryhealthcare.org' <sandra.ockers@emoryhealthcare.org>;
‘jonathan.grein@cshs.org' <jonathan.grein@cshs.org>;
Davey, Richard (NIH/NIAID) [E] /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=967b9cf65222492fb885fc8730daal4e-richard.dav
<rdavey@niaid.nih.gov>;
'henry.m.wu@emory.edu' <henry.m.wu@emory.edu>;
'Susan Kline' <kline003@umn.edu>;
Fagan, Ryan (CDC/DDID/NCEZID/DHQP) /o=ExchangeLabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=1cacl1c087¢34253b0988e94a2020ef8-Fagan, Ryan
<fev3@cdc.gov>;
jay.varkey@emory.edu' <jay.varkey@emory.edu>;
'Brett-Major, David M' <david.brettmajor@unmc.edu>;
'Hewlett, Angela L' <alhewlett@unmc.edu>;
'marybeth.sexton@emory.edu’ <marybeth.sexton@emory.edu>;
'nahid.bhadelia@bmc.org’ <nahid.bhadelia@bmc.org>;
'josia.mamora@emoryhealthcare.org' <josia.mamora@emoryhealthcare.org>;
'SALEXAN1@Fairview.org' <SALEXAN1@fairview.org>;
'Caitlin Rivers' <crivers6é@jhu.edu>;
'Vasa, Angela M' <AVASA@nebraskamed.com>;
‘Bell, Sonia A' <sabell@emory.edu>;
'Grindle, Amanda' <Amanda.Grindle@choa.org>;
‘Maria.Frank@dhha.org' <Maria.Frank@dhha.org=;
'Claudia.flores@providence.org’ <Claudia.flores@providence.org>;
'Kratochvil, Christopher J' <ckratoch@unmc.edu>;
Beigel, John (NIH) [E] /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=45af28983cfa4300b0217b591151861c-john.beigel
<jbeigel@niaid.nih.gov>;
'Micheels, Teresa A' <tmicheels@nebraskamed.com>;
'Cieslak, Theodore J' <ted.cieslak@unmc.edu>;
'‘Broadhurst, Mara J' <jana.broadhurst@unmc.edu>;
'Lauren Sauer' <lsauer2@jhmi.edu>;
'‘Boer0039@umn.edu’ <Boer0039@umn.edu>;
'Hovorka, Tina' <thovorka@unmc.edu>;
'Christa.Arguinchona@providence.org' <Christa.Arguinchona@providence.org>;
'Ribner, Bruce' <bribner@emory.edu>;
'Dierberg, Kerry' <Kerry.Dierberg@nyulangone.org>;
Jared.Evans@jhuapl.edu’ <Jared.Evans@jhuapl.edu>;
'Levy, Deborah A' <deborah.levy@unmc.edu>;
‘andrea.echeverri@nychhc.org' <andrea.echeverri@nychhc.org>;
Uyeki, Timothy M, (CDC/DDID/NCIRD/ID) fo=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=781bd33db3a543d3845be279f7e085c7-Uyeki, Timo
<tmuQ@cdc.gov>;
Palmore, Tara (NIH/CC/OD) [E] fo=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=7%fe7e14d84c4a4cbbcbabb53f108b95-tara. palmor
<tpalmore@cc.nih.gov>;
'Blanton, Lucas S.' <Isblanto@utmb.edu>;
'Vanairsdale, Sharon' <sharon.vanairsdale@emory.edu>;
Shenoy, Erica Seiguer,M.D.,Ph.D. <ESHENOY@mgh.harvard.edu>;
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'Schwedhelm, Michelle M' <SSchwedh@nebraskamed.com:;

'Marshall Lyon' <gmlyon@emory.edu>;

‘Ntiforo, Corrie' <contifor@utmb.edu>;

'Seashaore, Justin' <juseasho@utmb.edu>;

'henry.arguinchona@providence.org' <henry.arguinchona@providence.org>;

Hunt, Richard (OS/ASPR/EMMO) fo=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=a104469df5184cc38bf02034af7ecal4-Hunt, Richa
<Richard.Hunt@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45fBfac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Marston, Hilary (NIH/NIAID) [E] fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=93bed476c17024bbcbc5h44add01fetas-hilary.mars
<hitary.marston@nih.gov>;

Lane, CIiff (NIH/NIAID) [E] /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=11a174ec688e426392d98ba%cd5e1245-cliff.lane.
<clane@niaid.nih.gov>;

Walker, Robert (05/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT})/cn=Recipients/cn=7a02e128c60f4a7195532a1545af9556-Walker, Rob
<Robert.Walker@hhs.gov>;

Risi, George (O5/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=ebacebdbbbc040ctafe53c5ecc9le56d-Risi, Georg
<George.Risi@hhs.gov>;

'Mukherjee, Vikramjit' <Vikramjit.Mukherjee@nyulangone.org>;

Gandhi, Rajesh Tim,M.D. <RGANDHI@mgh.harvard.edu>

Subject: RE: Corona Call
Date: 2020/03/11 14:07:40
Priority: Normal
Type: Note

Adding Raj Gandhi ta this discussion, a MGH ID physician.

From: Raabe, Vanessa [mailto:Vanessa,Raabe@nyulangone.org]

Sent: Wednesday, March 11, 2020 11:35 AM

To: MclLellan, Susan

Cc: Vasistha, Sami; Kraft, Colleen S; Levine, Corri B.; Aneesh Mehta; Cabada, Miguel; West, Lauren R.;
ashane@emory.edu; Boulter, Kathleen C; [ 1A} @gmail.com; Caroline.Croyle@dhha.org;
Larson, LuAnn; Lowe, John-martin J; ahmed.babiker@emory.edu; jennifer.garland@cshs.org; Kortepeter,
Mark G; sandra.ockers@emoryhealthcare.org; jonathan.grein@cshs.org; RDAVEY@niaid.nih.gov;
henry.m.wu@emory.edu; Susan Kline; fev3@cdc.gov; jay.varkey@emory.edu; Brett-Major, David M;
Hewlett, Angela L; marybeth.sexton@emory.edu; nahid.bhadelia@bmc.org;
josia.mamaora@emoryhealthcare.org; SALEXAN1@Fairview.org; Caitlin Rivers; Vasa, Angela M; Bell, Sonia
A; Grindle, Amanda; Maria.Frank@dhha.org; Claudia.flores@providence.crg; Kratochvil, Christopher J;
jbeigel@niaid.nih.gov; Micheels, Teresa A; Cieslak, Theodore J; Broadhurst, Mara J; Lauren Sauer;
Boer0039@umn.edu; Hovorka, Tina; Christa.Arguinchona@providence.org; Ribner, Bruce; Dierberg,
Kerry; Jared.Evans@jhuapl.edu; Levy, Deborah A; andrea.echeverri@nychhc.org; tmu0@cdc.gov;
tpalmore@cc.nih.gov; Blanton, Lucas S.; Vanairsdale, Sharon; Shenaoy, Erica Seiguer,M.D.,Ph.D.;
Schwedhelm, Michelle M; Marshall Lyon; Ntiforo, Corrie; Seashaore, Justin;
henry.arguinchona@providence.org; Hunt, Richard (OS/ASPR/EMMOQ); Rick.Bright@hhs.gov;
Gary.Disbrow@hhs.gov; hilary.marston@nih.gov; clane@niaid.nih.gov; robert.walker@hhs.gov;
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george.risi@hhs.gov; Mukherjee, Vikramijit
Subject: Re: Corona Call

External Email - Use Caution

Chloroquine is in limited supply in the US unfortunately despite better worldwide availability.
hydroxychloroquine is easier to find and recent in vitro paper suggests lower concentrations needed to
inhibit replication with HCQ compared to CQ.

We are starting to see some of our providers using kaletra in our COVID-19 patients in NY. Will be great
when our approvals are through to get these folks enrolled in RCT!

Vanessa
Sent from my iPhone

On Mar 11, 2020, at 10:29 AM, MclLellan, Susan <sumclell@utmb.edu>wrote:

[EXTERNAL)

Some of my colleagues ({including our CMO) are getting excited about chloroquine. Comments anyone?
{and yes | am really fighting for the concept of stick to RCTs!)
Susan

Susan Mclellan MD MPH

Infectious Diseases

uTMB

Sent from my iPhene, so please forgive any lax spelling, grammar, or etiquette

On Mar 6, 2020, at 3:05 PM, Vasistha, Sami <sami.vasistha@unmc.edu>wrote:

WARNING: This email originated from outside of UTMB's email system. Do not click links or open attachments
unless you recognize the sender and know the content is safe.

If you are having issues connecting through the zoom link, please dial in
Phone one-tap: us: [(b)(6) ]

Sami Vasistha
Program Manages
Mzatranal Ebala Yraimng and Education Cents

Giobal Center for Heailth Security
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University of Nebraska Medical Center
986161 Omaha, NE 68198-6161
Desk: (402)559-0550 Cell: |(D)(6)
Sami.vasistha@unmec.edu

<image001.png>

The information in this e-mail may be privileged and confidential, intended only for the use of
the addressee(s) above. Any unauthorized use or disclosure of this information is prohibited. If
you have received this e-mail by mistake, please delete it and immediately contact the sender.

The information in this e-mail is intended only for the person to whom it is
addressed. If you believe this e-mail was sent to you in error and the e-mail
contains patient information, please contact the Partners Compliance HelpLine at
http://www.partners.org/complianceline . If the e-mail was sent to you in error
but does not contain patient information, please contact the sender and properly
dispose of the e-mail.

Sender:

Recipient:

West, Lauren R. <LRWEST@mgh.harvard.edu>

'Raabe, Vanessa' <Vanessa.Raabe@nyulangone.org>;
'McLellan, Susan' <sumclell@utmb.edu>;

'Vasistha, Sami' <sami.vasistha@unmc.edu>;

'Kraft, Colleen §' <colleen.kraft@emory.edu>;

'Levine, Corri B.' <cblevine@utmb.edu>;

'Aneesh Mehta' <aneesh.mehta@emory.edu>;

'Cabada, Miguel' <micabada@utmb.edu=;
‘ashane@emory.edu’ <ashane@emory.edu>;

'E!oulter, Kathleen C' <KBoulter@nebraskamed.com>;
gmail.com' {5\ l@gmaﬂ com>;

! "
rCar-:;[‘?l .Croyle@dhha.org' <Caroline.Croyle@dhha.org>;

‘Larson, LuAnn' <llarson@unmc.edu>;

‘Lowe, John-martin J' <jj]0we@unmc.edu>;

‘ahmed.babiker@emory.edu’ <ahmed.babiker@emory.edu>;

'jennifer.garland@cshs.org' <jennifer.garland@cshs.org>;

'Kortepeter, Mark G' <mark.kortepeter@unmc.edu>;
'sandra.ockers@emoryhealthcare.org' <sandra.ockers@emoryhealthcare.org>;
'jonathan.grein@cshs.org' <jonathan.grein@cshs.org>;

Davey, Richard (NIH/NIAID) [E] fo=Exchangelabs/ou=Exchange Administrative Group
{(FYDIBOHF23SPDLT)/cn=Recipients/cn=967b9cf65222492fbB885fc8730daal4e-richard.dav
<rdavey@niaid.nih.gov>;

'henry.m.wu@emory.edu' <henry.m.wu@emory.edu>;

'Susan Kline' <kline003@umn.edu:>;

Fagan, Ryan (CDC/DDID/NCEZID/DHQP) /o=Exchangel abs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1cac11c087c34253b0988e94a2020ef8-Fagan, Ryan
<fev3@cdc.gov>;

‘jay.varkey@emory.edu’ <jay.varkey@emory.edu>;

'Brett-Major, David M’ <david.brettmajor@unmc.edu>;

'Hewlett, Angela L' <alhewlett@unmc.edu>;

'marybeth.sexton@emory.edu’ <marybeth.sexton@emory.edu>;
'nahid.bhadelia@bmc.org' <nahid.bhadelia@bmc.org>;
josia.mamora@emoryhealthcare.org' <josia.mamora@emoryhealthcare.org>;
'SALEXAN1@Fairview.org' <SALEXAN1@fairview.org>;

'Caitlin Rivers' <crivers6@jhu.edu>;

'Vasa, Angela M' <AVASA@nebraskamed.com>;

'Bell, Sonia A" <sabell@emory.edu>;

'Grindle, Amanda' <Amanda.Grindle@choa.org>;

'Maria.Frank@dhha.org' <Maria.Frank@dhha.org>;

'Claudia.flores@providence.org' <Claudia.flores@providence.org>;

2nd Interim Response 30


mailto:Claudia.flores@providence.org
mailto:Claudia.flores@providence.org
mailto:Maria.Frank@dhha.org
mailto:Maria.Frank@dhha.org
mailto:Amanda.Grindle@choa.org
mailto:sabell@emory.edu
mailto:AVASA@nebraskamed.com
mailto:crivers6@jhu.edu
mailto:5ALEXAN1@fairview.org
mailto:SALEXAN1@Fairview.org
mailto:josia.mamora@emoryhealthcare.org
mailto:josia.mamora@emoryhealthcare.org
mailto:nahid.bhadelia@bmc.org
mailto:nahid.bhadelia@bmc.org
mailto:marybeth.sexton@emory.edu
mailto:marybeth.sexton@emory.edu
mailto:alhewlett@unmc.edu
mailto:david.brettmajor@unmc.edu
mailto:jay.varkey@emory.edu
mailto:jay.varkey@emory.edu
mailto:fev3@cdc.gov
mailto:kline003@umn.edu
mailto:wu@emory.edu
mailto:wu@ernory.edu
mailto:rdavey@niaid.nih.gov
mailto:jonathan.grein@cshs.org
mailto:jonathan.grein@cshs.org
mailto:sandra.ockers@emoryhealthcare
mailto:sandra.ockers@emoryhealthcare.org
mailto:mark.kortepeter@unmc.edu
mailto:jennifer.garland@cshs.org
mailto:jennifer.garland@cshs.org
mailto:ahmed.babiker@emory.edu
mailto:ahmed.babiker@emory.edu
mailto:jjlowe@unmc.edu
mailto:llarson@unmc.edu
mailto:Caroline.Croyle@dhha.org
mailto:Caroilne.Croyle@dhha.org
mailto:l@gmail.com
https://l!lgmail.com
mailto:KBoulter@nebraskamed.com
mailto:ashane@emory.edu
mailto:ashane@emory.edu
mailto:micabada@utmb.edu
mailto:aneesh.mehta@emory.edu
mailto:cblevine@utmb.edu
mailto:colleen.kraft@emory.edu
mailto:sami.vasistha@unmc.edu
mailto:sumclell@utmb.edu
mailto:Vanessa.Raabe@nyulangone.org
mailto:LRWEST@mgh.harvard.edu
http://www.partners.org/complianceline
mailto:vasistha@unmc.edu

'Kratochvil, Christopher 1' <ckratoch@unmc.edu>;

Beigel, John (NIH) [E] fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=45af28983cfa4300b0217b521151861c-john.beigel
<jbeigel@niaid.nih.gov>;

'Micheels, Teresa A' <tmicheels@nebraskamed.com>;

'Cieslak, Theodore J' <ted.cieslak@unmc.edu>;

'‘Broadhurst, Mara 1' <jana.broadhurst@unmc.edu>;

'Lauren Sauer' <lsauer2@jhmi.edu>;

'Boer0039@umn.edu’ <Boer0039@umn.edu>;

'Hovorka, Tina' <thovorka@unmc.edu>;

'Christa.Arguinchona@providence.org' <Christa.Arguinchona@providence.org>;

'Ribner, Bruce' <bribner@emory.edu>;

'Dierberg, Kerry' <Kerry.Dierberg@nyulangone.org>;

Jared.Evans@jhuapl.edu' <Jared.Evans@jhuapl.edu>;

'Levy, Deborah A' <deborah.levy@unmc.edu>;

‘andrea.echeverri@nychhc.org’ <andrea.echeverri@nychhc.org>;

Uyeki, Timothy M. (CDC/DDID/NCIRD/ID) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=781bd33db3a543d3845be279f7e085c7-Uyeki, Timo
<tmuO@cdc.gov>;

Palmore, Tara (NIH/CC/OD) [E] /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7%fe7e14d84c4a4cb6c6abb53f108b95-tara. palmaor
<tpalmore@cc.nih.gov>;

'Blanton, Lucas S.' <lshlanto@utmb.edu>;

'Vanairsdale, Sharon' <sharon.vanairsdale@emory.edu>;

Shenoy, Erica Seiguer,M,D.,Ph.D. <ESHENOY@mgh.harvard,edu>;

'Schwedhelm, Michelle M' <SSchwedh@nebraskamed.com>;

'Marshail Lyon' <gmlyon@emory.edu>;

'Ntiforo, Corrie' <contifor@utmb.edu>;

'Seashore, Justin' <juseasho@utmb.edu>;

'henry.arguinchona@providence.org' <henry.arguinchona@providence.org>;

Hunt, Richard (O5/ASPR/EMMO) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=a104469df5184cc38bf02034af7ecal4-Hunt, Richa
<Richard.Hunt@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Disbrow, Gary (O5/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45fBfac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Marston, Hilary (NIH/NIAID) [E] /o=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=93be476c17024bbcbc5b44add01fe6as-hilary.mars
<hilary.marston@nih.gov>;

Lane, Cliff (NIH/NIAID) [E] /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=11a174ee688e426392d98ba%cd5e1945-cliff.lane.
<clane@niaid.nih.gov>;

Walker, Robert (O5/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=7a02e128c60f4a71595532a1545af9556-Walker, Rob
<Robert.Walker@hhs.gov>;

Risi, George (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=ebacebdbbbc040ctafe53c5ecc90e56d-Risi, Georg
<George.Risi@hhs.gov>;

'Mukherjee, Vikramijit' <Vikramjit.Mukherjee@nyulangone.org>;

Gandbhi, Rajesh Tim,M.D. <RGANDHI@mgh.harvard.edu>

Sent Date: 2020/03/11 14:07:16
Delivered Date: 2020/03/11 14:07:40
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From: Thomas Kleen <tk@immodulon.com:>

Fauci, Anthony (NIH/NIAID) [E] /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=826965b24a314ffca’eddcbbed229aa7-anthony.fau
<afauci@niaid.nib.gov>;

Donabedian, Armen (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1c83127c6669486888ec57ccc0d09¢28-Donabedian,
<armen.donabedian@hhs.gov>;

Zarrabian, Amanda (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0c650b07917242129deb0f942bb4cc10-Zarrabian,
<amanda.zarrabian@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) fo=ExchangelLabs/cu=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

To:

.. Proven safe inhalation of nebulized Hydroxychloroguine (HCQ) could overcome safety and efficacy
Subject:
concerns of oral HCQ
Date: 2020/04/28 05:49:40
Priority: Normal

Type: Note

Dear Tony, Armen, Rick and Amanda,

| hope this email finds you well. | and very aware that there is so much controversy about HCQ
and CQ in COVID-19 and several proper clinical trials will finally start. My concern is that oral
dosing may not be appropriate in the COVID-19 setting. Therefore | am reaching out to you with
a, not new, scientifically based hypothesis for using nebulized Hydroxychloroquine (HCQ)
inhalation in your clinical studies as treatment for COVID-19 patients. This approach can be based
on already available clinical safety data, and there appears to be no IP hurdles to such
use. Furthermore, no special or proprietary devices would be needed to use it in that manner,
only standard, widely available, medical nebulizers.

Please allow me to explain:

e » The attached 2003 patent US6572858B1 is expired, fee related. In any case, it appears
that it will definitively expire within a few days on 2020-05-01

e » The lapsed patent already describes animal safety data and identifies dosing for
nebulized Hydroxychloroguine (HCQ) inhalation (patent is attached, and important
sections are highlighted)

¢ » The former owner of the patent rights APT Pharmaceuticals, Inc. (Inactive) in 2004
made a public disclosure about the potential of aerosolized HCQ potentially being
effective in SARS-CoV (press release from 2004 is attached and the relevant text
highlighted)

e « APT (inactive) with their partner Aradigm Corporation {filed for protection under
Chapter 11 in the USA on 2019-02-15) took the program on inhaled HCQ in Asthma from
Phase 1 to Phase 2a data, where it failed on efficacy endpoints, and it appears, not
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because of safety concerns {2006 Aradigm annual report is attached with the respective
disclosure highlighted)

e * You all are very aware of the respective literature and data suggesting HCQ efficacy in
vitro against SARS-CoV-2 and the conflicting, anecdotal data about potential efficacy in
off label use in SARS-CoV-2 patients and COVID-19

¢ » Novartis already announced it will carry out a Phase 3 trial assessing standard, oral use
of HCQ as a treatment for hospitalized patients with COVID-19 in a randomized, double-
blind, placebo controlled study, which will recruit approximately 440 patients and use a
supply of HCQ to be donated by Novartis” Sandoz generics and biosimilars division

e o |t is known that typical oral HCQ use is characterized by a significant delay in the onset
of the anti-malarial action, due to the need to reach active concentrations of the
therapeutic agent in certain organs

» « For the lungs, being one of the target organs in COVID-19, inhalation would shortcut
the time it takes for enough drug to build up via transfer from the intestines into the
blood to finally reach the lungs in sufficient concentration

» = Application of oral HCQ to later stage COVID-19 may face additional hurdles of
bioavailability in the lung because vascular defects caused by inflammation, infection,
micro blood clots and high fluid pressure in the lungs

» = Rapid achievement of a minimum effective dose against SARS-CoV-2 in the lungs could
be especially relevant to Novartis’ Phase 3 trial, since it appears to focus on already
hospitalized patients with COVID-19 and more severe sick patients, late in the disease
and overall peak replicative cycle of SARS-CoV-2

» » | do not have access to the dosing of the APT/Aradigm Phasel and Phase 2 inhaled
HCQ studies, but US6572858B1 discloses that it is preferred that the drug is
administered locally at a dosage of up 2 mg/kg animal weight, as effective and safe and
preferably from about 0.200 to about 0.650 mg/kg animal weight

o » For a 70kg individual, that translates to about 50mg to 140mg, which appears to safe
dosing for inhalation

o + |f effective against SARS-CoV-2 as well, these much lower than currently used doses,
should greatly diminish the risk of serious side effects observed with high dose HCQ use,
e.g. retinal damage and cardio QT prolongation, arrhythmia and death

I would like to emphasize that neither me personally nor my employer have any financial stake
or interest in the use of nebulized Hydroxychloroguine (HCQ) inhalation in COVID-19. The
above suggestions are solely based on my personal perceived scientific and medical rationale
with the public information available to me. They have not been independently verified. The
opinions and theories brought forward here are my own and not officially endorsed by my
employer.

| still hope that this information may prove useful to you and your goals by using HCQ to treat
patients with high unmet medical need and providing hope during the pandemic.
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Thank you for your consideration and kind regards,

Thomas

Dr. Thomas-Oliver Kleen, Ph.D.
Chief Scientific Officer

Immodulon Therapeutics Ltd

| 6-9 The Square, Stockley Park, Uxbridge UB11 1FW, United Kingdom |
| Tel: +44 20 3137 6346 | Fax: +44 20 8929 9283 | tk@immodulon.com |
This email message (including any documents, files, or previous email messages embedded in it or attached to it) is intended only for
designated recipients. Some or all of the information may be confidential and not intended for public dissemination. If you have received
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APT Starts Human Trials of Aerosolized Hydroxychloroquine for
Asthma

09.73. 2004
Tucsom, Arlz. - Sep 13, 2004

AFT Pharmacedticals s beginning chinlcal studles of asrosalized hydvorychloroguine (AMEG) o
treatment of respiratory diseases such as asthma, chronic obstructive pulmenary disease {COPD),
rhwnitis and severe acute respiratry syndrome (SARS),

Hydroxyehlaroquine is bast known as a treatment tor malaria, but the drug is also classied a5 a slow-
orset disease-modifying anticheumatic drug (DMARD) administered in tablet form as a first-ling
therapy for systemic lupus erylhematosus, rheumataid arthrits and sarcoidosis. APT's patenten
technalogy ts based on largeted adminsiration of amine quinalines to inflamed Lissues, APT's
proprietary aerosolized dasage farms atid routes of administration achieve a faster onset of actian
and greater therapeubc effect than canventianal oral therapy, and al subslantalty lower systermic
doges, The company believes targeted delivery of fwdroxychloraquine will be a tighly effective and
safer alternative to carticostercid treatments,

APT skarts human safery and tolerability studies of AHCO today in Australia and plans to begin Phase
11 studies in asthimatics in the first quarter of 2005, These studies will use the advanced AERE
pulmonary delivery system by Aradigm Corporation of Haywara, Calif,, which is designed to maximize
drug delivery i a patient-friendly format,

“The goal af the first study 15 to establish safely parameters of this new route ot admmistration and
dusage form in order to set the stage for elficacy studies i diseases such a5 asthma, COPD and 5ARS”
said APT President Glna D1 Sclulls, Ph.D. "AHCQ offers the prospect of achieving antlvral and anil-
Infammatiry therdpeubc effects within hours rather (han the weeks ta manthz negded in currept
oral desing of hydroxyehioroguine.”

ART has collaborated with researchers from teading academlic centars in the Linlted Statas and Canada
Lo investigate the benefit of AHCG on resplratasy viral Infections,

“Laboratory studees have dempnstrated that hydroxychioroquine intibits both the transmission 2nd
the inframmatary responses of human airway celts 1o the common cold virus thuman rhinowvirus),”
said B. Lauren Charous, M.D., director of the Allergy and Respiratory Care Center at Advanced
Healthcare in Milwaokes, wha is scientific adviser to APT, "We are encouraged thar the levels needed
ta binckthe vims tan be achieved by aeresolized delivery, The combined anii-inflammatery and
antiviral activities of AHCQ have the potential (o creats & new praduct category for treaiment of
pulmanary inffammatian.*

This summer, with funding from the National Instifure of Allergy and Infectious Diseases (MIAID), part
of the' Mational Insuiutes of Health, Dale Barpard, £h.0., ac the Instiore for Ant-Viral Research at Wiah
State Urilversity In Logan, completed infia | v studies 18 iy Tiliar iy Inhitiies
SARS-assodated carona virus (SARS-Col) at similar low concentrations. These results with
hydroxychicraguine were carroborated recently in findings reported by Marc Van Ranst. PhiD, a
yirologist atthe Rega Institie for Medical Research in Belgium, He and fis colleagues Tound that
chloroguing, a closely related driig, is also effective af inhibiting SARS-Col i Vitra. NIATD is supporting
further studies by Barnard of hydroxychloraguine in an animal model, These studies are currently
inderway.

Research Corporation Technologies {RCT) in Tucson, Ariz, founded APT Pharmaceuticals to advance
develppmeni of the AHCG technology, As the pramary (nveston, RCT [unded garly formuiatian wark,
efficacy studies, preciinical safety studies and continies its suppart of these dinical trials. WS, Patent
Mo 6,572,358 and other pending warldwide patent applications protect the APT technology,
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USES FOR ANTI-MALARIAL THERAPEUTIC
AGENTS

RELATED APPLICATION

The present application claims bencfit of U.S. patent
application Ser. No. 60/ 13200 liked on Apr, 30, 1999,

FIELD OF THL INVENTION

The present inventon relates to o method Tor treating
inllammatory conditions including pulmonary discases
stales, such as asthma using anti-malarial agents via non-
systemic adminisiration.

BACKGROUND OF TIIE INVENTION

Inflammativn is 2 phenomenon encountered in a vadety of
silnalions, inclodiag ialeclions, transplantalions, aulo-
immune disorders and {ollowing injury. There exisis an
immense range of distinet inflammatory eactions, cach of
which wtilizes varivus immuoe mechanisms, such as
memory T-cell and B-cells: cytokioes and ioterleukins,
preformed and synthesized chemical medialors, such as
histamine, prostaglandins and leukotricnes; antibodics of
dillerent classes. as well as a whole bost of disparate clleetor
cells {e.g., killer cells, macrophages, neutrophils, basophils,
cosinaphils and the like).

Inflammatory discases are among the most common mala-
dies today. For example, asthma, a chronic inflammatory
disorder of Ihe airways, alects approximawely 6-7% of the
population of the UK. (an ¢stimated 17 million, according to
a 1998 CDU Forecasty and similar ligures have been neported
in other countrics,

Asthma is a lung disease with the following characieris-
tics: {1) airway obsirnction that is reversible (but not com-
pletely s in some paticnts) either spontapcously or with
ireatment; (2) airway inflammation and (3) iocreased
responsivenuss W a vaciely of stimuli.

Ajrway inflammation contributes to (he airway
hyperresponsivencss. atllow limitaliog, respiratory symp-
wms and disease chronicity, which are characierisiic of
usthma (see Guidelines For The Diagnosis Aod Maoagement
ol Asthma, Expert Panel Report 2, Apnl 1997, NHII3I, NIH,
Publication No. 97-4051, p.1 ). Asthma results from complex
multi-cellular inleractions among inflammalory cells,
mediators, and other cells and tissues resident 1o the aicway,
Chroniv infammaticn of the airways is also a magor cause of
bronchial constriction, bronchial epithelial edema amd
mucus secretory abnormalilies. Persistent airway inflamma-
tion is thought to lead 1o sub-hbasement membyane fibrosis
wliich may cause permanent airway remodeling and chrooie
rreversible airway obstruction.

For these reasons, reeent recommendations [or asthma
therapy have venlered on the ose ol anti-inllammawry
therapy. Anti-inflammatory therapy is designed 10 reduge (he
numbwr of activated inflammatory cells, such as oeulrophils,
vesinophils, mast cells and lvmphocyles and mediators such
as cylokines and chemokines in airway Lissues or secrelions.
Therapeutics Lhat have heen used in the treatment of airway
inflarmmation melude: glucocorticosivioids, cromones, theo-
phyiline and leukotnene moditiers {(Inllammation io asthma:
the corpersione of the discase and targel of therapy, W W,
Busse, 1998, 1. Alfergy Cline Inununol. 102, S17-822.).

Human glucocorticoid harmones of the adrenal corlix and
their synthetic analogues have been the most widely adopted
class of therapeutic agents used (o treal & wide range of
inlammatory condiuons such as rheumatoid anhritis, lupus,
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inflammatcry bowel discase, and asthma. These apents act
via specitic glococonicoid membrane receplors found on a
wide varictly of cells, including those mediating inllamma-
tion. Onee bound o the cell, their efects are medined by a
well-delined sequences of steps (see Glucocorticosteraids, R
P Schleimer, p. 638660 in Allergy, Principles and Practice
ed. E. Middlston, Mosby, St. Louis, 1998) which culminales
in the association of the plucocorticoid-receptor complex
with cellular puclear chromaliv with the subsequent sup-
pression ol inlammatory genes as well as other effevts.
These actions are manitest on both developiog and mature
cells. This allows the wse of glucocorticoid agents in both
systemic and wpical forms, includiog oral, intravenous,
depot intramuscalae, vphthalmic drops, culaneous vintment
and cream. snppositery, relenlion ¢nema, nasal spray, and hy
inhalation.

Despite their short-te rm elfectiveness, however, plucocor-
Licaids have signilicant long-term shorteomings. Glucocor-
ticoids do not appear W alier the underlyiog pathologic
processes, and discontinuance is generally [ollowed by
increasing symploms and evidenes for renewed airway
inflammation (Jupiper 1991, J. Aflerq. Clin, Innunod.,
STAR3; Waalkens Am. Rev. Reap. Dis. 1993, 148:1252-57).
Moreover, oral sysiemic corlicosteroid (realmenl is compli-
cated by mulliple severe (oxivities, iocluding adrenal
suppression, osteoporosis, calaract formalion, glucose
intolerance, obesity and hyperlension,

Use of topical or organ-sysiem directed delivery gluco-
corticosleroid hormooes neduces but does ool completely
avoid all 1oxicity. For instance, even with inhaled
glucocorticosterols, there is 1 docume nied increased rate of
cidaract formation and growth retardation in ¢hildren which
is dose dependent. Furthermore, in many patients with more
severe asthma, inhaled glucocorlicostcroids appear o have
efficacy only at clevaled doses where signiticant systemic
levels may appear via pulmonary absorphon.

As a vonsequence of these shortcomings of
glucocorticoslervids, a wide range of anti-inlammalory
phammaceuticals agents has been developed and proven
elective for the treatment of a wide range ol inflammatory
diseases, These include anli-prolilerative agents such as
methotrexate which is wsed for treating rheumatoid anbriris
and sysiemic lupus erythematosus and 6-mercaplo punng
analognes used tor Irealing inflammalory bows| discase;
alkylating agents such as cyclophosphamide used for treat-
g systemic vasculitis; long-acling immunvsuppressive or
immunomodulating ageots such as cyclosporine which is
used for treating transplunt rejection and sarcoidosis; pold
salts vsed tor frealing rheurmatoid arhnns, dapsone used tor
trealing uricaria and cutaneous vasculitis; eolehicine used
for treating vasculitis and goul; and hydmoxyehloroguine
(HCQ) used 4s a syslemic anti-malarial ageol for ireating
rheumatoid arthritis, syslemic lupus erythematosus, and
primary $jogren’s syndrome. {Bell 1983, Am. J. Medicine,
75:46-51; Rothlield 1984, Am J. Med., 85:53-56; Fux
1984, Am, J. Med., 85:62-67).

According to conventional usage, cach and cvery oae of
these agents except 11CQ has been administered systemi-
cally via oral or parenieral dosing only. HCQ bas only been
aUministered heretofore by oral dosiog. Cooversely, none
has been dosed via a local, targeted sdminisiration, such as
inhalational delivery, for several reasons. First, o large
majority of these agents exert theic ¢llects on developing
cells found in the marrow aod spleen. Local, targeted
administration ¢annot reach oor affect such cells; only with
systemic administration can Ussue levels sufficient 1o affect
these cellular reservolrs be achieved, Second, unhike gloca-
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carlicosteroid bormones, a majority of these agents have
little elect on manre inflaoroatory cells. Thus, local, tar-
geted administration s not viewed as conveying any sig-
nificont advantags in kerms of therapeutic etfeel. Lasily, end
vrgan toxicity resulling Trom exposure o these agents may
be appreciable and even lfe-lhreatening. Inasmuch as some
ol this toxicily is expressed by mueosal or serosal epithebal
sorfaces (g, stomatitis due (0 methotrexate and gold salls;
gastrointestinal wxicity due 1o eolchicine; bladder carci-
noma due 1o evelophosphamide), local, larpeted administea-
ticn of such agents has been viewed a8 unjustilied in lerms
of presnmed increased risk aod the lack of a known advan-
lage asscwiated wilh diret application.

As 1 conscquence, trinls using pold salls, dapsone,
methotre xate, evelosporine and bydroxychloroguioe (HCQ)
as well as other anu-infllammatory treatments of usthma have
unitormly relicd on oral dosing (see Berosicn, J. Afferg,
Clin_, 1996, 98:=317-24; Berlow, J. Allerg. Clin. Immunal,
1991, 87:710-15: Mullarkey NEIM U8, 38 (10)603-607;
Alexander, Lawncer, 192, 338:334-328; Charous, 1990,
Ann. Allergy, 6580, Lven oewer pharmaceutical aguents
such as kukolnene receplor amagonists (zaficlukasl and
moent:lukast) and menoclonal anti-IgE antibodies are sys-
wemically administered due o lack of efficacy of local,
turgeled administration,

Only the anti-inflammatory pharmaceuticals nedocromil
and cromolyp sodium ace adminisiered as local, largeted
agents (via inhalation) due Lo the [act that these agents are
only poorly absorbed by the gastrniestinal iract atter oral

dosiop. These apems are seen as haviog oply “mild o -

moderate”™ activily as asthma therapeutics (sce Guidelines
tor the DHagnosis and Management of Asthma, Expert Panel
Repori 2, April 1997, NHLBI, NIII, Publication No.
97-4051, p. 32).

Among the quinoline antimalarials {e.g., quinine,
chlomyuine, amodiaquioe, primaguioe and meloguine)
there are certain compounds which are used as anti-
inflammatory therapeutics (Antmalarial phacinacokinelics
and tresiment regimens, N J White (1992) Br J. Clin
Phartmac,, M, 1-10). The F-aminoguincline class af anti-
malarial compounds, in pacticular chloroguioe and hvdroxy-
chlomguine have been osed as anti-inflammatory and ilumn-
notodulalory agents in the lealment of cheumatoid adhrilis
and systemic lupus erthematosus for the past 20 years. These
compounds increase pll within intracellular vacunles and
alter processes such as protein degradation by acidic
hydrolases, lipid mobilization and antigenic processing
{Mechanism of Aclion of Hydroxychloroguine as an Anti-
theurmaiic Drup. R T Fox (1993} Seminars i Anhritis aod
Rhcumatism, 23, Suppl. 1. ¥2-91), Although these drugs
have heen known [or several years, they have heen admin-
istered herctolore orally for specilically treating anti-
inflammatory conditions.

Recently, U5, Pat. No. 4,181,725 to Voorhees, of al,
disclomes the use of various drugs, such as chloroguioe dod
hydroxychloroguing, lor the treatment ol skin proliferative
discases, such as psoriasis.

However, untl now, no one hos suggested adminislenng
these drugs loeally for treatiug anti-inflammatory conditivns
which are not oo the surface of the skin,

For example, s a systemically delivered immunomodu-
latory agenl, hydroxychloroquine {HCQ) in particular has
been demonstrated 1o have multiple anti-inHammatory
etlects and has been shown o have signibeant advantages in
safety over the otbier available systemic anti-inflammatory
agents mentivned above, For this reason, HICQ is the only
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systermic anli-inflammatory that bas been approved, by both
the FDDA's Pulmonary Brapcch and an independent Invesli-
gational Review Board, for use in 2 double-blind trial in
nun-oral plucocormicosivoid-dependent asthmatic subjects
(Hydroxyehloroguine improves airflow and lowers circulat-
ng IgE levels in subjecis with moderale symptomatic
asthma, B. L. Chareus, E. F. Halpurn, G. C. Steven (1998),
J. Allergy Clin. Innuncd., 102, 198-203).

The cumeot delivery methods for HCQ, such as oral
administralion, bave several drawbacks, however, When
delivered orally. the rate ol onscl is slow, and the agent
actively concentrales in ergans other than (he targel organ.
As 2 consequence., a relatively high dosage and long lerm
treatment required. 1n addition 1o added cost and low cfli-
cieocy such a high-dosage. long-term treatment carnies a
sk, however slight, of ocular toxicity. (Antimalaria) ocolae
toxicily, a eritical appraisal, D. A. Albert, L. K. L. Debais,
K. [ Lu (1998 1. of Clin. Rheumatol. (US) 4, 37-62)

Duspite 1be drawbacks, the anti-malarials, such as HCQ,
have vnly heen administersd sysieoucally, e.g., vrally for
trcating anti-infllammatory voaditions, soch as asthina, and
opically on the surlace of the skin for freating dermatologi-
cal diseases, such as prolilerative skin Jiseases. No vne
herviofore even sugpested ihal they be administered by other
means for treating anti-inllammatery conditions, especially
since a change in the mode of administration may sobstap-
tally alter drug action.

The choive ol drug delivery methads requires full appre-
ciation of the pharmacologic activities of the agent including
Lissue distrbution, metabolism and cellular elects as well as
ap understanding of the inieraction of the drug with the
specific underlying pathological processes ol the disease
under treatment. Proofl of clicacy by one route of adminis-
trativn does ool imply the presence of a desired drug cffect
when administered via an allernate route of administration.
For example, sec, Fahy, el al, in Ani J. Rexpin Crii, Care
Med., 1999, 160:1023-1027 which showed that intravenous
admintstratinon ol Anu [gl(E25) was eilective for trealing
allergiv asthma, but thal a dilferent route of administration,
viz., inhalation, was virtually inellective in (reating allergic
asthma. Moreover, s change in drug administration rom
sysiemic 0 methods designed o targel drug delivery 1o
allected lissves may substantially inerease drug efects in
seleciive tissue, bui carries the risk of Increased local
oxicily, It may promote salutary efects such as decreasing
the time (o onse! of action, bul may result in loss of overal)
cllicacy due o the restricied oature of tissue distribution.

Because the route of drug admintsiration determines
bivavailability and tissue levels and distribuiion, change in
delivery may modify (ondamentally the location, nature,
exlent and duration of anti-inflammalory actions. as well as
aller dosing requirements and loxicitics. As the skilled
arlisan is well awan, there can be oo assumpuon that if a
drug works when adminisiered one way, il will work when
administered another way, particularly when drogs are deliv-
¢red (o mucosal and serosal tissnes, In ellect, any changs in
adminisiration method may cause undesired efects.

Howewer, the present inventor has shown that when
anlti-malarials exhibidog aoti-inflammatory aclivity are
administered locally to a patient in need of (reatment, (he
anti-malarials agenls were unexpectedly more ¢flicacious in
treatiog inflammatory conditions than wheo admimistered
systemnically.

SUMMARY OF THLE INVENTION

1t is therefore an object of the present invention 1 provide
a novel methad Tor the administration of an anli-malarial
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agenl that will reach the diseased area of the patient capidly,
Specifically, the present invention provides a method [or
treating an inAlammalory condition, especially in the pulow-
nary syslem, comprising administeriog via lovalized deliv-
ery Lo an drea of inflammation in a subject io oeed thereol,
an spli-inflammatory effective amount of an apli-malaoal
compound thereto. An example of o panicular application of
the method of the iovention is Lrealmenl ol pulmonary
mllammatary condilions. such as asthma, by inbalation of un
aerosolized anti-malarial compound. The method of (he
invention uncxpectedly shows a rapid, therapeutic elfect
compared o sysiemic adminisiration,

I is another object of the present inventivn w provide for
a kit compnsing a pharmaceulica) composiion comprisiag
an anii-malanal componad n effective amoupls and o phar-
maceblical carrier thereof, In combination with a inbaler or
uther device through which the preparation can be delivered
in & larpeled and localized menner, sueh as would occur by
inhalation of an aecosolized preparation,

BRIEF DESCRIFTION OF THE DRAWINGS

I1G. 1 is an x-y plot of % chapge of SR, (specific luag
resistance) Irom baseline over nme. FI(i. 1 shows the
diflercnce n SR, between 11CQ) treated sheep and historical
controls immediately ater aptigen challenge.

F1G. 2 1s an x-y plot of %% change of S8R, (specilic luog
resistancs) (rom baseline over time. FIG. 2 shows he
differeaee in lole phase astbroatic reaction belween HOQ
ireated sheep and historical controls.

IIG. 3 is a bar graph showing the baseline and post-
antigen challenge dillerences in carbachol reactivity (PO
ik as measured 1o breath voits) between HOQ tneated sheep
and historical conteols,

116G 4A graphically represents a time conrse of antigen-
induced chapges in spewilic lung resistance (SR,) in threu
sheep treated with acrosel HCQ, twice a day. Responses are
compared Lo the animals” historeal conwol (Coptrol 1) and
a two week Tollow-up control (Conleol 2),

I1G. 4B graphically show the cllect of HCQ on airway
responsiveness, BSL bascline PA 13 24 h post anligen. A
decrease in Lthe PCy, indicates (he development of airvay
hypemesponsiveness, Values are meantse lor 3 sheep, Sta-
fistival analysis is lound in Table 3,

116G, 8A graphically shows a time course of antigen-
iluced changes in specilie lung resistance (SR, ) in three
sheep treated with oral HOQ), wice a day. Responses are
compared o the aoimals” historical control (Coptrol 1) and
a twao week follow-up control {Conlrel 2),

FIG. 5B graphically shows the ellect of HCQ op airway
responsiveness, ASL=bascline, PA=24 h post anligen. A
decncase in the PC,, indicates the development of airway
hyperresponsiveness. Values are meansse for 3 sheep, Sla-
tistical analysis is lound in Table 3,

I1G. 6A graphically shows the tlime course of antigen-
induced changes in specitic lung resistance (SR, ) i three
sheep ireated with serosol HOQ, upce a day. Besponses are
compared Lo the apimals” historeal control (Coptrol 1) and
a two week Tollow-up contro) (Conlrol 2),

[1G. 8B graphically demoastrates the effect of HCOQ on
airway respoasiveness. BSL baseline PA=24 h posl antigen,
Adecrease in the PC ) indicates the development of ainway
hypuerresponsivencss. Values are meansse [or 3 sheep, Sta-
fistical analysis is lound in Table 3,

I1G. 7A graphically shows the time course of antigen-
induced changes in specilic lung resistance (SR;) in three
sheep treated with differing doses of acrosol HOQ, ooce a
day.
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FI1G. 7B demonsirates graphically the eficet of 1100 on
aireay responsivencss, BSL bascline PA=24 h post antigen.
Adecrease in the PO\ indicates the development of airway
hyperresponsiveness. Values are meanxse for 3 sheep. Siu-
tistical analysis is found in Table 3.

FI1G. 8 graphically shows the mean percent {%) protection
of late airwav response {ILAR) and airway hyperresponsive-
ness (AlIR) with dillering doses ot acrosol HCO. Values are
mean for 3 sheep.

FIG. 9A graphically shows the time course ol antigen-
induced changes in specific lung resistance (SR, ) o three
sheep treated with aerosol HOQ, onve daily for 4 weeks.
Respoases are compared to the animals™ historical control
{Coatrol) and lollow-ops 2 and 3 weeks aller stopping drug
treatment.

FIG. 9B shows graphically the ellect of HUQ oo ainvay
responsiveness, BSLE baselioe PA=24 h post anpligen. A
deerease in the PC,, indicates the developmenlt of airway
hyperresponsiveness. Valoes arc mesnzse {or 3 sheep, S1a-
ustical apalysis is toond in Table 3.

FIG, 14 graphicaliy demonstrales the mean percenl (%}
prolection ol lale airway response (AR} and airway hyper-
responsiveness {(ALIR) over time. Valoes are mean for 3
shecp.

DETAILED DESCRIPTION O THE
INVLNTION

e present invemor has discovered that an anti-malanal
agent administered m a local or 1arpeied fashion, dicectly 1o
the diseased orgap or area of inflammation of a patient, is
mush more ¢ftective and efheacious than whea administered
orally with (he resuil that the agent reaches a (herapentic
level with surprising rapidity, in the targeted lissue or organ,
while vndesirable side effecis are mininized. Avcordiogly,
the present invention relates geoerally Lo the reatment of
illammalory condittons or disease states by local adminis-
iraticn of an anfi-inlammatery elective amount ol an
anti-malarial agent, By anti-malarial, as used herein, 1 is
meanl (hat the drug bas been historically belonged o the
class of drugs koown as anti-malarials. Preferred aptima-
larials 1nclude aminogqoinoiines especially 8- and
d-aminequinolioes, acridines, e, Y-amino acridines and
guinoline methanols, ey, d-yuinolinemethanols,

Compeunds used in the Invention

Compounds suilable for the present invenlion ane aoli-
malarial agents that bave immupomodulatory and anti-
inflammalory eBects. Anti-malarial agenis arc well known in
the art. Examples of aoti-malarial apents ean be found, for
example, in GUODMAN AND GILMANS; TIL PHAR-
MACOLOGICAL BASIS OF THERAPEUTICS, chapters
4547, pages 1029-65 {MacMillan Publishing Co. 1985),
hereby 1ncorporated by reference,

The preferned anti-mularial compounds are yuinioe based
or ane aminoyuinolines, especially 4- and B-amino quioo-
lines. An especially preferred class of aptimalarials bas a
core goinoline strociuce {examples are mefloquine and
quinipe) which 1s usually substiimed alt one or maore
positions, Lypically at least at the 4- and/or 8-positions. Onoe
skilled in the art wonuld yoderstand thal such agents could be
administered in derivalized forms, such as pharmaceulically
acceptable salts, or in a torm thal improves their pharma-
codynamic profiles, such as esterilicotion of acid or alcohol
substituents with lower alleyls (e, C, ) or lower allzanoy-
loxy
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respectively, wherein Ry, is lower alkyl, Another class of
antimalarials, excmplified by quinacrine, is basad on an
acridine ring siructore, and may be substinuted n the manner
desuribed above,

Especially preferred compounds for use in the present
invenlion are aminoguinolines, ineluding 4-amioe and
S-aminoquinolines amd their derivatives (collectively, ~ami-
poquinoline derivalives™) and aminvacridines, especially
Y-amino acridines. The preferred 4- and 8 aminoguinolines
and 9-amino acridines are described by the tollowing lor-
mula:

")
RS
H IO
N R:
Rys
-
hdll
Ry
ON

Ry

or pharmaceutically acceplable salls thereol, whervin

R, and R, are independently hydrogen, or lower alkyl or
R. and R; taken wgelber with the carboo aloms Lo
which they are attached form an aryl ring, which riog
may be unsubslitoied or subslituled with an electron
withdrawiog group or an cleciron donating group,

one of R, and R, . is NHR 5 while 1he nther is hydrogen:

Rs R

Bz is C—1CHp—MN

Rs Ry

/
Ryy i AriRy }tL‘l—l:Jn,—N\

Hy

R,. B,,. Ky; and R, are independently bytlrogen or an
¢leelon donating proup or eleciron wilthdrawing group,

R, and R, are independently hydropen or lower alkyl
which may be unsubstituied or substituted with &n
electron withdrawing or electon donating group,

R, and R, are independently hydrogen or lower alkyl,
which may he opsubstituled or subslitnted with ap
glecton wilhdrawing or electon dooaling group;

Ar s ary] haviog 818 ring carbun atoms:
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R, is hydrogen or hydroxy or lower alkoxy or
0

{CR g2

R.. s lower alkyl or bydropen; and

n and n, are independently 1-6.

As used herein, the terms ~electron donaling groops” and
“electron withdrawing proups” refer W the abililty of a
substituent to donale or wilbdraw ano eleciron relative (o that
ot hydrogen it the hydrogen alom occupied Ihe same posi-
tion in the molecule. [hese erms are well understood by one
skilled in the an and are discussed in Advanced Organic
Chemisiry, by J. March, John Wiley & Sons, New York,
MY, pp. 1618 { 1985) and the discussion therein is incor-
porated hercin by reference. Eleciron withdrawing groups
include halo. including broma. fluoro, chloro, knlo and the
like; oilru; carhoxy: carhalkoxy; lower alkenyl; lower alky-
ovl: formyl; carboamido; aryl, guaternary ammonivm
compennds, and the like. Electron donating groups include
such groups as hvdroxy; lower alkoxy, including methoxy,
cihoxy and the like; lower alkyl, such as methyl; ethyl, amd
the like.; amino; lower alkylamiog; diloweralkylamino
aryloxy, such as phenoxy and the like; arylalkoxy, such as
benzyl and the like; mereapto, alkyhhio, and tbe like. One
skilled in the anl will appreciaie that the aforesaid substituent
may bave eleciron donitiog or electron withdrawing prop-
erties under different chemical condilivns.

The term alkyl, when used alone or in conjunclion wilh
other groops, refers 10 an alkyl group containing one 1o six
carbon aloms. It may be siraighl-chained or branched.
LExsmples include methyl, ethyl, propyl, isopropyl, bulyl,
sec-butyl, 1sobutyl. wen-butyl, pemyl, neopentyl. hexyl and
the like.

Lower alkoxy refirs 1o an alkyl group which is attacheld
o the main chain by an oxygen bridging alom. Examples
invlude metboxy, elhoxy, and the like.

Lower alkenyl s an alkeny] group containing [rom 20 6
carbon atoros and al leas! one double hood. These groups
may be straight chained or branched and may be in the Z or
b lorm. Such groups include winyl, propenyl, L-butenyl,
isobutenvl, 2-butenyl, l-penienyl, (Z)-2-pentenyl, (E)-2-
puntyl, (Z)-4-methyl-2-pentenyl, (L}-4-methyl-2-pentenyl,
allyl, peniadienyl, £.g.. 1,3 or 2,4-pentadieny), and the like.
It is preferred that the alkenyl group contains at most (wo
carbop-carbon  duuble boods: and most preferably one
carbun-carbon double bood.

The term alkynyl include alkynyls containing 2 1o &
carbon aloms. They may be siraight chain as well as
branched. It includes such groops as ethynyl. propynyl,
1-bntynyl, 2-butynyl, l-peotynyl, 2-peotyoyl, 3-methyl-1-
pentynyl, 3-penivovl, |-hexynyl, 2-bexvoyl, 3-hexynyl, and
the like.

The lenm aryl refers 10 an aromalic group containing only
carbon ring aloms which contains up o 18 ring carbon atoms
and up (o a lotal of 25 carbon atoms aond includes the
polynuclear aromatie rings. These aryl groups may be
monocyclic, bicyelic, tricyelic, or pelyeyelic, and contain
fused rings. The gronp includes pheoyl, oaphthyl,
amhbracenyl, phenantbranyl, xvlyl, wlyl and the like.

The aryl lower alkyl groups include, for example, benzyl,
phencthyl, phenpropyl. phenisopropyl, phenbulyl,
diphenylmetbyl, 1.1-diphenylethyl, ([ 2-diphenylethy]l and
the like,

The term balo include fluore, ehloro, bromo, iwde aod the
like.
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The preferned values of R, and By are independently
hydrogen or alkyl containing 1-3 carbon atoros. B is mos)
prelerred that Ry is hydrogen. Tt is most preterred (hat R, is
bydrogen or alkyl containming 1-3 carbon aloms, especially
methyl or ethyl, I is most preflecced that R, s hvdrogen or
alkyl containiog 1-3 curbon aloms or hydrogen and R, is
hydrogen.

Allernatively, if R, and R; arc laken together with the
carbon aloms W which they are attached. it 1s most preferred
that they form a pheny] ring. The pheoyl ring is preferably
unsubstituted or substined with lower alkoxy, hydroxy,
lower alkyl or halo,

It is preferred that R, is an ¢lectron withdrawing group,
mure specilically, halo, especially chlom, or is hydmxy or
lower alkoxy. It is even more preferred that when R, is
NIIR, .. R, is substituted on the 7-positicn of the quinoline
oag. It is most preferred thar when R, is NHR .. R, is halo,

Howewver, when R, is NTIR 4, it is preferred that R, is an
electron donating group, such as bydroxy or alkoxy. More
specifically, it 18 preferred that R, is methoxy or ethoxy
when R, is NHR ;. It is even more preterred that Ry is on
ihe 6-posinion of Lhe quinoline Ting when R, . is NHR,-.

I is preferred that ooe of R, and R, is hydrogen and the
other is lower alkyl It 18 even more preferred that R, is
hydrogen and K, is lower alkyl, especially alkyl conlainiog
1-3 carbon atoms and mest prelerably methyl.

The prefecred value of R s lower alkyl, especially alkyl
vontaining 1-3 carbon atvms and most prelerably metbyl
and ethyl

Preferred values of R, is lower alkyl containing -3
carbon atoms, and most preferably methyl and ethyl.
However, it is preterred thal the alky) group is unsubstituted
or il substituted, is substinled oo the omepga (last) varbon in
the alkyl substituent. The preferred substituent s lower
alkoxy and especially hydroxy,

The preferced Ry is lower alkoxy and especially hydroxy.

R, is prefsrably an clectron wilhdrawing groop, espe-
vially triflworomethyl. It is preferably localed oo the
S-pasition ol the gquinvline ring.

R, is preferably an electron wilhdrawing group, and
more preferably trifluoromethyl. Tt is preferably present on
the 2-position of the quinoline ring.

N is preferred that B, is

ACHDCHN
A
Ry

wherein R+ and R, are independently alkyl containing 1-3
carbon aloms and Ax is pheoyl.

Inboth R, and R, , it is peeferred that R, and R, contain
the same numbec ot carhon atoms, although one may be

unsubstitoied while the other is substitoted. T is also pre- |

ferred that R and R, are the same.

‘The preferred value of o is 3 or 4 while the preCecred value
of np s 1.

Preferred ani-malarials have the siructure:

@

N H;

B
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-continued
(o]
Ry
O ’ o
R w 9
Ry
Ry
hl

By

whervio R, Ry Ro R; aod R, are as delined bervinabove
and R, is hydrogen, balo, lower alkyl, lower alkoxy.

Preferred antimalarials include the 8-aminoquinoiines,
9-aminocridines and the 7-chloro-4-aminoquinelines.
Exainples include pamaquine, primaquine, pentaquine,
isopentaguine, quinacrine salis, 7-chlora-4-
amiooguioolines, such as the chivroguines,
hydroxychloroquines, sontoquioe, amodiaquine and the like.

Another class of prelermed antimalarial an: cinchone alka-
loids and d-guinoline melhanols, such as those haviog the
forrmula:

wherein one of R, and R, is hydroxy or loweralkylearbo-
ovloxy or hydrogen, and the other is H, and R, is hvdrogen
or loweralkoxy and R, is hydrogen or CH=CIL.

Exumples include rubapoe, guioioe, guinidioe,
cinchoidine, epiguinioe, epiguinidioe, ciochonine, and the

like.

Another preferred quinoline methanol is melloyuine or
derivalive thereol of the formulia:

[

H—C—Ls,
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wherein R, is lower alkoxy,

and especially hydroxy and

R. is lower alkyl.

The most preferred anti-inalanals joclude meloyuinioe,
and chlorogquioe and its congeners, such as bvdruxyehloro-
quine (11CQ). amodiaquine, pamaquine and pentaguine and
pharmaceutically acceptable salls ibereof,

The muost preferred anti-malsriad agent for the tovention is
hydroxychlorognine. shown below, or a pharmaveutically
suitahle sall thercof, such s hydroxvehloroquine sulfale

i b
-

#

BN, Ll

CHICTH S
CHs CTLCILOTH.

hvdrosychlaroguine

The antimalarials are commercially available or are pre-
pared by arl recognized wechniques known in the art.

For ¢xample, the 4-aminoguinolines can be prepared as
{ollows;

Rs R-
Hip—C— T a=1 + KN N
N
Ry, ity
1t 11§
Rs HE
MO—C—(CHyn=N —_—
N
R, Rg
v
i
N
s n
. Ha
| /
T ——CH—N - —
| \
Ro 5 K R
Ry
v
Rs B2
| /
[{_/C—fl_"il;m—!\'
N \

Il{,, Ry

Y1

lo the above scheme, R R R, R, R R, By, Ry, and o
are as defined herginabove, and T and L, are good leaving
groups, such as halides or sullonates, e.g., mesylates or aryl
sullupates, v.g., tosylales, brosylawes, and ihe like,

The compound of Formula I conlaining a leaviog group,
I., is reacled with the amine of Formula 111 under amine

i)
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alkylation conditions. The aleohol group in the product of
Formuls IV {OT1 group) is converted to a leaving group by
rcaclions known in the arl. For example, sultonic esters,
such a5 (osvlates, mesylates or brosylates are prepared by
treatment of sulfome halides of the lormula R.,500.X,
whereia X, 1s balide and R.; (s lower alkyl, such as methyl,
aryl or subsiituted aryl, such as p-bromophenyl, p-tolyl wiih
the uleohol of Coropound TV, The reaction s usually e Mected
in the preseoce ol a weak base, such as pyridine.
Alternatively. the aleohol can be converted 1o the corre-
sponding halide by reaction of the aleohol of TV with TIC],
HBt, ihienyl chlonide, PCLy, PCL; or POCL,. The product of
W s then reacied under amioe alkylation conditions with (he
quinoline amine 1o provide the 4-amino guinoline product.

The 9-aminoscridines and Ihe 8-aminoguinoling are pre-
pared similacly, Morne specifically, the product of V ois
reacted with

¢l
NEH

»
Wy

iz

under amine alkylation reaction conditions,

The reactions deseribed heneinabave are preferably con-
ducted n solvents which are yned 10 the reactants and
products and in which the reactanis, are soluble, such as
ietrabydroluran, cibers, acetones, and the like, It is prefemed
that the sulvenis are volatile. The reactions ane conducted at
electve reactivn conditivns and are condueted al lempera-
tures Tanging from room temperature up to and including the
rcilox emperatures ol the solvent.

An exemplary prowedure for the preparation of com-
pounds of Formula V11 is as follows:

Re
X
4

IINR-RRy —_—
W= {CT[-)n—1
R,
: O "
R:
(CH:in—N
N\
ity
b J B
R
Ry
—= Vil
™ 12y
Vil

The lirs1 reaction is a simple amino alkylaton neactivon as
deseribed hercinabove. The product theeeof 15 reacted with
the amine of Formula IIT in the presence of a strong base
such as amide to form the prodiect of Formula V1L

Many ol the compoonds described hereinshove, espe-
clally the d=puinolioe methanols, can be converled Lo elhers
by reacting the sall of the aleobols with an alkyl halide or
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arylalkyl halide or aryl halide to form the corresponding
cther. Moreover, the esters can be formed from the hydroxy
group by reacting the alcohol, such as the 4-quinoling
methanol, with an alkanoic acid, arylalkonic acid or aryloic
acid or acylating derivatives thereol in the presence of acid,
for example, HCl, H,S0, or p-toluene sulfonic acid under
esterification conditions.

If any of the groups on R, R,, Ry, Ry, Rs, R, Ry, R are
reactive with any of the reagents used or with any of the
reactants or products, then they would be protected by
protecting groups known in the art lo avoid unwanted side
reactions. This protecting groups pormally used in synthetic
organic chemistry are well known in the art. Examples are
found in PROTECTIVE GROUPS IN ORGANIC
SYNTHESIS, by T. W. Greene, John Wiley & Sons, Inc.,
NY 1981 (“Greene™), the contents of which are incorporated
by reference.

Therapeutical Compositions of the Invention

A therapeutic composition within the present invention is 2

formulated for localized (targeted) delivery and inclndes at
least one anti-malarial agent, as described above. As previ-
ously emphasized, the present inveniion contemplates
administration of the anti-malarial compounds o internal

organs, such as the lungs, or the eye, or internal muscles or 2

tissues, by local or targeted delivery, “Local or topical
delivery” and “locally administering” are used in this
description to denote direct delivery to the site, such that the
therapeutic agent acts directly on affected tissue or the area
of a diseased organ, Local delivery contrasts with methods
by which a therapeutlic agent is administered orally, or
otherwise systemically, and is absorbed into the circulation
for distribution throughout the patient’s body. Examples of
local delivery include inhalation, nasal spray, suppository,

and eye drops and by injections directly to the organ, muscle :

or tissue. It is to be noted that the anti-malarial compound is
not injected intravenously, that is, into the circulatory blood
of the patient. Topical delivery to the skin, bowever, 18 ool
contemplated in the practice of “local or topical delivery” as
defined above. These compositions may be solntions, sus-
pensions and admixtures, for example. As one having ordi-
nary skill in the art would understand, they may be prepared
essentially as detailed in REMINGTON'S PHARMACEU-
TICAL SCIENCES, 18" ed., (Mack Publishing Co. 1990)
(“Remingtons’™), which is hereby incorporated by reference.

The compounds of the present invention are present in the
pharmaceutical compositions in anti-inflammatory effective
amounts. The anti-malarial compounds used in the present
invention are administered in an amount which depends
upon the condition of the subject, the type of inflammatory
condition of which the subject suffers, the timing of the
administration of the subject, the route of administration, the
particular formulation and the like. However, unlike oral
dosing which takes usually about a month before there is a

noticeable or measurable onsel of action, onsel of action of 3

the area of inflammation, from local administration of the
anti-malarials is noticed or observed within 10 days after
initial administration. Effective amounts of the anti-malarial
compounds, hercinafter known as drug, is that amount
which provides the observable onsel of action within 10
days, and more preferably within 7 days after adminisira-
tion. Significantly less amount of drug is given locally than
by systemic administration lo achieve elficacious resuls,
and the onset of action, as indicated hereinabove, is much
faster by local administration. It is preferred that the drug is
administered locally at a dosage of about 0.020 1o about 2
myg/kg animal weight and more preferably from about 0.100

For pulmonary delivery, a therapeutic composition of the

invention is formulated and adminisiered to the patical in

5 solid or liguid particulale form by direct administration e.g.,
inhalation into the respiratory system.

Solid or liquid particulate forms of the active compound
prepared for practicing the present invention include par-
ticles of respirable size: that is, particles of a size sufficienily
small to pass through the mouth and larynx upon inhalation
and into the bronchi and alveoli of the lungs. In general,
particles ranging from about 1 to 10t microns in size are
within the respirable range. The therapeutic composition
conlaining the anti-malarial compounds are prelferably
administered by direct inhalation into the respiralory system
for delivery as a mist or other acrosol or dry powder.
Particles of non-respirable size which are included in the
acrosol tend to be deposited in the throat and swallowed;
thus the quantity of non-respirable particles in the acrosal is
preferably mimmized.

The dosage of active compound via this route will vary
depending on the condition being trealed and the state of the
subject, bul generally may be an amount sufficient to achieve
dissolved concentrations of anti-malarial compound on the
airway surfaces of the subject, P : :

15

a daily dose of the anti-malarial compound ranges from
about 0.20 mg/kg per day 1o about as 2.0 mg per day, and
mare preferatily fom abant .l {o-sbeul 1 mg/ke and S

compounds may be provided as one or several prepackaged
units.

In the mannfacture of a formulation according to the

an invention, the anti-malarial compounds or the pharmaceu-

tically acceplable salts are typically admixed with, inter alia,

an acceptable carrier. The carrier musi. of course, be accept-

able in the sense of being compaltible with any other ingre-

dients in the formulation and must not be deletedons to the

45 patient. The carrier may be a solid or a liquid, or both, and

is preferably formulated with the compound as a unit dose

formulation. One or more drugs may be incorporated in the

formulations of the invention, which formulations may be

prepared by any of the well-known techniques of pharmacy

sy consisting essentially of admixing the drug with the other

various components described hereinbelow present therein.

60

65
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puional additives include preservatives if the formulation 1s
not made sterile, for example, methyl bydroxybenzoale, as
well as antioxidants, flavoring agents, volatile oils, buffering
apgents and surfactants, which are normally used in the
preparativn of pharmaceutical compositions.

Agrosols of solid parnticles comprising the anti-malarial
compound may likewise be produced with any solid par-
ticulate medicament aerosol generator. Aerosol generators
for administering solid particulate medicaments to a subject
produce particles which are respirable, as explained above,
and generate a volume of aerosol containing a predeter-
mined metered dose of a inedicament at a rale suitable for
human administration. One illusirative type of solid particu-
tate aerosol generator is an insulflator. Suitable formulations
tor administration by insufflation include finely comminuted
powders which may be delivered by means of an insufflator
or taken into the nasal cavity in the manoer of a snull. In the
insufflator, the powder (¢.g., a meiered dose thercofl effeciive
ta carry out the treatinents described herein) is contained in

capsules or cartridges, typically made of gelatin or plastie, -

which are either pierced or opened in situ and the powder
delivered by air drawn through the device upon inhalation or
by means of a manually-operated pump. The powder
employed in the insulllator consists either solely of the
active ingredient or of a powder blend comprising the
anti-malarial compound, 2 suitable powder diluent, such as
lactose, and an optional surfactant, A second type of illus-
tralive aerosol generalor comprises a melered dose inhaler,
Metered dose inhalers are pressurized acrosol dispensers,

typically containing a suspension or solution formulation of 5

the anti-malarial compound in a liquified propellant. During
use these devices discharge the formulation through a valve,
adapted to deliver a metered volume, from 10 to 22 micro-
liters to produce a fine particle spray comainiog the anti-
malarial compound. Suitable propellants include cenain
chlorofluorocarbon (compounds, for example,
dichlorodifluoromethane, trichlorofluoromethane, dichlo-
rotetrafluoroethane and mixtures thereof. The formulation
may additionally contain ope or more co-solvents, lor
example, ethanol, surfactanis, such as oleic acid or sorbitan
trioleate, antioxidanis and suitable favoring agents.

Any propellant may be used in carrying out the present
invention, including both chlorofluorocarbon-containing
prepellants and non-chlorofluoracarbon-containing propel-
lants. Fluorocarbon aerosol propellanis that may be
employed in carrying out the present invention including
fluorocarbon propellants in which all hydrogen are replaced
with fluorine, chlorofluomcarbon propellants in which all
hydrogens are replaced with chlorine and at least one

fluorine, hydrogen-containing thiorocarbon propellants, and s

hydrogen-containing chlorofluorocarbon propellants.
Examples of such praopellants include, but are not limited (o:
CF,CHFCF., CF,CH.CF.H, CF,CHFCF,, CF,CH.CF,,
CF,CHCI—CF.Cl, CF;CHCI—CF;, CF,CHCI—CTLCL,
CF,CHF—CF,CL and the like. A stabilizer such as a fluo-
ropolyiner may optionally be included in formulations of
fluorocarbon propellants, such as described in U.S, Pat. No,
5,376,359 10 Johnson.

Compositions containing respirable dry particles of
micronized anli-malanal compounds wmay be prepared by
grinding the dry active compound, with e.g., & mortar and
pestle or other appropriate grinding device, and then passing
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the micromized composition through a 400 mesh screen 1o
break up or separale oul large agglomerales.

The aerosol, whether formed from solid or liquid
particles. may be produced by the aerosol generator al a rate
of from about 10 to 150 liters per minute. Aerosols contain-
ing greater amounts of medicament may be administered
more rapidly, Typically, each aerosol may be delivered 1o the
paticnt for a period from about 30 seconds to about 20
minules, with a delivery period of about 1 10 5 minutes being
preferred.

The particulaie composition comprising the anti-malarial
compound may optionally contain a carrier which serves to
facilitate the formation of an acrosol. A suitable carrier is
lactose, which may be blended with the active compound in
any suitable ratio,

dditives as

1qu1
are typically used in such pharmaceutical preparations,
including, but not Iirmlcd o an au:cptahk cxuplcnl andfor

surfactant.

- acroso Lnnlammg HCC
lyl:uca y r.nnl.un a propellant especially a ﬂuomcdrhcm
propellant, See Reminglon's, chapter 92. A particularly
use ful composition of HCQ) 1s formulated 1n a nebulizer, for
the treatment of a variety of pulmonary conditions. For the
preparation of HCQ in inhaled powder form, the compound
is finely divided, or micronized 1o enhance effectiveness,
and admixed with a suitable filler. Inhaled powders may
contain a bulking agent and/or stabilizer, as described here-
inabove. Id., chapter 88, An insufflator (powder blower) may
be employed to administer the fine powder.

The antimalarial compounds may be administercd by
olher methods of local debivery, as delined hercin. Compo-
sitions for these other mode of local delivery may include
sterile aqueous solutions which may also contain buiters,
diluents and other suitable additives and may be adminis-
tered io other [orms, such as oral pastes or ointment,
refenlion enemas, supposilories, and imjectable solutions,
which injectable solutions are administered directly to inter-
nal organs or lissucs and not intravenously.

The anti-malarial compounds may, where appropriate, be
conveniently present in discrete unit dosage forms and may
be preparcd by any of the methods well known in the art of
pharmacy. Such methods include the step of bringing into
association the active compound, i.c., the anti-malarial com-
pound with liquid carriers, solid matrices, semi-solid
carriers, finely divided solid carriers or combinations
thereof, and then, if necessary, shaping the product into the
desired delivery system. Methods for admixing a pharma-
ceutical with a carrier are known in the art and are applicable
to the present formulation.

The anti-malarial compounds may also be formulated as
an ophthalmic product, like liquid eye drops or an oph-
thalmic ointment or nose drops or spray. See Heminglon's,
Chapter 86. Drops, such as eye drops or nose drops, may he
forinulated with an aqueous or non-aqueous base also com-
prising one or more dispersing agents, solubilizing agents or
suspending agents. Drops can be delivered via a simple eye
dopper-capped bottle or eye-dropper, or via a plastic botlle
adapted to deliver liquid contents dropwise, via a specially
shaped closure. Ophthalmic preparations typically contain at
least one compound in 2 sterile isotonic solutivn, for
example, sodium chloride or boric acid. They may conlain
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agents that increase viscosity, like methyleellulose, polyvi-
nyl alcohol or hydroxymethyl cellulose.

The compounds also may be [ormulated advantageously
as nasal sprays, oral pastes, oinlmenis 1o be administered
directly to Lthe organ, such as the eye, and relention enemas,
and other means known to one of ordinary skill in the art for
local delivery.

Drugs can be administered by the lower enteral roule, Le.,
through the anal portal into the rectum or lower inlestine,
Rectal suppositories, releation enemas or rectal catheters
can be used for this purpose. The drug may be administered
in upit dose supposilories. Suitable carriers include cocoa
butter and other materials commonly used in the art, and the
suppositories may be conveniently formed by the admixture
ol the anti-malarial compounds with the softened or melted
carriers followed by chilling and shaping into molds.

The pharmaceutical forms suitable for injeclable use
directly into muscle or tissue include sterile aqueous solu-
tions or dispersions and sterile powders for the extempora-
neous preparalion of sterile injectable solutions or disper-
sions. In all cases the form must be sterile and must be Auid
1o the exient that easy syringability exists. It musit be stable
under the conditions of mapufacture and storage and must be
preserved apainst the contaminating action of
microorganisms, such as bacieria and fungi. The carrier can
be a salvent or dispersion medium containing, for example,
water, ethanol, polyol (for example, glycerol, propylene
glveol, and liquid polyethylene glycol, and the hike), suitable
mixtures thereof, and vegetable oils. The proper fuidity can

be maintained, for example, by the use of a coating such as

lecithin, by the maintenance of the required particle size in
the case of dispersion and by the use of surfactants. The
prevention of the action of microorganisms can be brought
about by various antibaclerial and antifungal agents, for
example, parabeas, chlorobutanol, phenol, sorbic acid,
thimerosal, and the like. [n many cases, 11 will be preferable
to include isolonic agents, for example, sugars or sodium
chloride. Prolonged absorption of the injectable composi-
tions can be brought about by the use in the compositions of
agents, delaying absorption, for example, aluminum
monostearate and gelatin.

Sterile injectable solutions are prepared by incorporating
the anti-malarial compound in the required amount in the
appropriate solvent with various of the other ingredients
cnumerated above, as required Tollowed by filtered sleril-
ization. Generally, dispersions are prepared by incorporating
the sterilized anti-malarial compound into a sterile vehicle
which contains the basic dispersion medivm and the
required other ingredients from those enumerated above. In
the case of sterile powders for tbe preparation of sterile
injectable solutions, the preferred methods of preparation
are vacuum drying and the freeze-drying lechnique which
vield a powder of the anti-malarial compound plus any
additional desired ingredient [rom previously sterile-hiliered
solution thercol.

As used herein, “pharmaceutically acceptable carrier”
includes any and all solvents, dispersion media, coatings,
antibacterial and amifungal agents, isotonic and absorption
delaying agents, and the like. The use of such media and
agents for pharmaceutical active substances is well-known
in the art. Excepl insofar as any conventional media or agent
is incompatible with the active ingredient, its use in the
therapeutic compositions is contemplated. More than one
anti-malarial compound can also be incorporated into the
pharmaceutical compositions,

I1 is especially advantageous to formulate local compo-
silions in dosage unit form for ease of administration and
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uniformity of dosage. Dosage unit forin as used herein refers
to physically discrete unils sutted as unilary dosages for the
mammalian subjects to be treated; each unit containing a
predetermined quantity of anti-malarial compound calcu-
lated to produce the desired therapeutic effect in association
with the required pharmaceutical carrier. The specification
for the novel dosage unit forms of the invention are dictated
by and directly dependent on (a) the unique characteristics
of the anti-malarial compound utilized and the particular
therapeutic effect to be achieved, and (b) the limitations
inherent i the art of compounding such an anti-malarial
compound {or the treatment of anti-inflammatory conditions
in living subjects having a diseased condition in which
bodily health is impaired as hereinbelow disclosed.

Therapeuic Ratiogale

The inventive methods, detailed below, may be applied by
the clinician 1o treat a variety of infammatory conditions.
Inflammatory conditions typicaily involve activation of the
immune system, usually via steps of antigen recogaition and
presentation and T-cell activalion. Immune responses are
promoted by chemolactic, proinflammatory mediators
wncluding leukotrienes, and cylokines and interleukins such
as 1L-1, ll-4 ar TNF as well as cilector cells such as
neutrophils, macrophages or eosinophils. Antibodies,
including allergic IgE class antibodies, may also participaie
which in turn may elicit mast cell activation and triggering
responses. Graoulomatous inflammaltion resulting from cell-
mediated responses characlerizes some inflammatory dis-
case stales. The anti-inflammatory agents of the present
venlion retard the progression of these biochemical pro-
cesses deseribed hereinabove.

Although the inventor does not wish to be bound by any
theory of mechanism of the invention, it is believed that the
therapeutic approach of the present invention effectively
inhibits or attenualtes at least one of the inflammation-related
processes. The inhibition or attenualion of one or more of the
underlying causative or exacerbating processes is effected
by the anti-malarial agents that have anti-infammatory
effect, thus results in an effective-treatment of a variety of
inflammatory conditions.

As noted previously, conventional therapies, i.¢., sysiemic
deliveries of anti-malarials, especially by oral
administration, suffer from significant failings. Forexample,
when HCQ is delivered through the conventional systemic
routes, there is a significant delay in the onset of the
anti-malarial action, due to active concentralion of (he
therapeulic agent in cerlain organs, which are often not the
target organ. Moreover, long-term high dose use has been
shown 1o carry a risk of serious side effects, including retinal
damage.

Nevertheless, it was thought heretofore that systemic
delivery was necessary Lo achieve a therapeutic effect. Thus,
like ather anti-inflammiatory pharmaceuticals, anti-malarial
compounds bave uniformly been prescribed sysiemically,
typically by oral dosing.

The present invention is the f(irst 1o demonstrate that
targeted delivery of an anli-malanal compound to an inlernal
organ, via mucosal, serosal, or synovial application, for
example. is effective in treating inflammatory conditions.
The inventor has found, unexpectedly, that localized deliv-
ery of anti-malarial compounds maintains or improves thera-
peutic value, while avoiding the problems associated with
conventional lrealment regimes.

Also unexpected is the iventor’s demonsiration (hat
locally delivered anti-malarial compounds, such as 11CQ,

A brtorim Dacrarnco =


https://loo.:alii.cd
https://forruula.te
https://anli-malari.il
https://materfa.ls
https://alcob.ol

US 6,572,858 Bl

19

20
have potent anti-asthmatic effects, including anti-
bronchospastic effect, effectively blocking early phase aller-
gic response, and ablation of late-phase allergic response.

The depletion of eell surface markers has been reported 1o
reduce the transmission of a number of viruses including
rhinovirus and adenovirus. In part, this may be dne to known

_ reduction of membrane receplors, such as ICAM-1, which
are eritical for viral uptake. Interference with the phagoly-
sosomal system may help explain an observed decrease in
viral replication for other viruses including HI'V and influ-
£nza.

The inventor has found that cach of the efiects noted
above can be accomplished via localized delivery, for
example, by application of the anti-malarial compounds 1o
musocal, serosal, or synovial applicalion and uptake.
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Thus, a patient in this context ofien will suffer from a
disorder characierized by one or more of the foregoing signs
of an inflammatory condition. By the same token, the
present invention enltails localized administration, o 4
patient in oeed, of an anti-malarial compound, formulated
alonyg the lines detailed above, in an amount that alleviales
or ameliorates a symplom or the underlying pathology of an
inflammatory condilion (*an elfective amount™ or ~anti-
inflammatory efective amount™).

Specific examples of inflammatory conditions treatable
according 1o the mvention include, but are oot limited 10,
scleritis; epi-scleritis; allergic conjunctivitis; pulmonary
inflammatory diseases, particularly asthma, chronic obsiruc-
tive pulmonary disease (COPD), allergic bronchopulmonary
aspergillosis (ABPA). and sarcoidosis; procto-sigmoiditis;
allergic rhinitis; arthritis; lendonitis; apthous stomalitis; and
inflammatory bowel disease.

The compound may be adminisiered by any suitable
means, as described hereinabove depending on the condition
being treated. For example, in treating ocular diseases, such
as scleritis and epi-scleritis or allergic conjunctivitis, the
compound may be administered as a lopical ophthalmic
preparation. On the other hand, it may be compounded as
nasal spray or mist for inhalation in trealing allergic rhinius,

Treating apthous stomatitis advantageously employs an oral -

paste, Parenteral injections are suitable for the localized
treaiment of arthritis or tendonitis. Procto-sigmoiditis, and
the like, will usually be treated with an appropriately for-
mulated retention enema. Asthmatic and non-asthmatic pul-
monary conditions, such as COPD, and ABPA, may be and
preferably are treated by inhalation of a suitable composi-
tion.

As used herein, the plural signifies the singolar and
vice-versa.

Moreover, in the chemical formula described
hereinabove, if not specifically drawn, it is to be understood
that il a central atom does not have all the valences, the
remaining bonds are 1o hydrogen atoms.

The following examples are given to illustrate the present
invention. 1t should be understood, however, that the inven-
tion 18 oot to be limited to the specific conditions or details
described in these examples. o addition, throughout the
specification, any and all references to publicly available
docuinents are specifically incorporated by reference.

Animal Studies of the Effect of Nebulized HCQ on
Asthma

Using a well established animal model of asthma employ-
ing Ascaris-sensilized sheep (Abrabam, et al,, Am. J. Respir
Crit. Care Med., 1997, 156:696—703), the contents of which
are incorporated by reference, the inventor completed ani-
mal expertments investigating the effect of nebulized HOQ
on early and late allergic asthmatic responses 10 antigen
challenge. These studies confirm thal targeled and localized
delivery of HC(Q has potenl aoti-asthmatic effects. ln
addition, quite unexpectedly, local delivery. in this case
administered via nebulized aerosol, resulied in more rapid
onset of drg effect than in oral administration and at
significanily lower dosage levels, both daily and cumula-
lively.

Inhaled HCQ partially blocks immediate allergic-
mediated bronchosirictive responses, virlnally eliminates
late-phase responses which occur on foor lo 12 hours
posi-antigen challenge, and moreover, shows conlinued
effect at blocking the bronchial hyperresponsiveness even
twently-four hours later after local adminisication of the
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anti-malarial compound. Because late phase allergic inflam-
matory responses is the most complete representation of the
bronchial intlammation that characterizes asthma, (hese
findings underhine the potent local anti-inflammatory capa-
bilities of anti-malarial compounds, e.g., aminoquinolines
like HCQ, which do oot rely on its systemic effects. but
rather are generaled in an organ-specitic maoner (in this case
the bronchial airways) when delivered by inhalation.
METHODS FOR EXAMPLES 1-2

All procednres were approved by the Mount Sinai Medi-
cal Center Animal Research Commiltee, which is respon-
sible for assuring the humane care and use of experimental
animals, The sheep used for this study had previously been
shown 1o develop carly and late airway responses and
airway hyperresponsiveness to inhaled carbachol following
inhalation challenge with Ascaris suuwm antigen.

Measurement of Airway Mechanics: The unsedated sheep
were restrained in a cart in the prone position with their
heads immobilized. After topical anesthesia of the nasal
passages with 2% lidocaine solution, a balloon catheter was
advanced through one nostril into the lower esophagus. The
animals were incubated with a cuffed endotracheal tube
through the other nostril using a fexible fiberoptic broncho-
scope as 3 guide. (The cuff of the endotracheal tube was
inflated only for the measurement of airwvay mechanics and
during acrosol challenges to prevent undue discomnfort. This
procedure has no effect on airway mechanics). Pleural
pressure was estimated with the esophageal balloon catheter
(filled with one ml of air) which was positioned 5-10 ¢m
from the gastroesophageal junciion. In this position, the end
expiratory pleural pressure ranged between -2 aod -5 cm
HA0. Once the balloon was placed, il was secured so that it
remained in position for the duration of the experiment.
Lateral pressure in the frachea was measured with a sidehole
catheter {inner dimension, 2.5 mm) advanced through and
positioned distal to the lp of the endotracheal (ube.
Trapspulmonary pressure, the difference between tracheal
and pleural pressure, was measured with a differential pres-
sure trapsducer catheter system. For the measurement of
pulmonary resistance {R, ), the proximal ¢nd of the endot-
racheal tube was connected to a ppeumotachograph (Fleisch
No. 1; Dyna Sciences, Ioc., Blue Bell, Pa.). The trapspul-
monary pressure and flow signals were recorded on a
multichannel physiologic recorder, which was linked to an
80-386 DOS Personal Computer (CCI Inc., Miami, Fla.) for
on-line calculation of mean pulmonary flow resistance (RL)
by dividing the change in transpulmonary pressure by the
change in flow at mid-tidal volume (V) (obtained by digital
inlegration). The mean of al least five breaths, free of
swallowing artifact, was used 1o obtain R, in cm H,O/Lss.
Immediately after the measurement of R,, thoracic pas
volume (Vig) was measured in a constanoi-volume body
plethysmograph to obtain specific lung resistance (SR, =R, x
V) in Lxcin H,O/L/s.

Aerosol Delivery Systems: Aerosols of Ascaris sum
extract {diluted 20:1 with phosphate buffered saline; 82,000
PNU/ml) were generated using a disposable medical nebu-
lizer (Raindrmop@, Puritan Beopett), which produces an
aerosol with a mass median aerodynamic diameter of 3.2 um
{geometric siandard deviation, 1.9) as determined by a 7
stage Andersen cascade impactor. The output from the
nebulizer was direcled inlo a plastic T-picce, one end of
which was connected to the inspiratory port of a Harvard
respirator. To better control aerosol delivery, a dosimeter
consisting of a solenoid valve and a source of compressed air
(20 psi) was activated al the beginning of the inspiratory
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cycle of the Harvard respirator system for 1 second. The
aerosol was delivered al a tidal volume of 500 ml and a rate
of 20 breaths per minute for 200 minutes. Each sheep was
challenged with zn equivalent dose of antigen (400 breaths)
in the control and drug trials. Carbachol aerosols were also
generated with this same nebulizer system.

Dose Response Curves 1o Inhaled Carbachol: For the
carbachol dose response curves, measurements of SR, were
repeated immediately alter inhalation ol butfer and after
each administration of 10 breaths of increasing concentra-
tions of earbachol solution ((.25%, 0.5%, 1.0%, 2.0% and
4.0% wiw). To assess airway responsiveness, the cumulative
carbachol dose in breath units (BU) that increased SR,
400% over the post-buffer value (i.e. PC,,,) was calculated
from the dose response curve. One breath unit was delined
as one breath of a 1% w/v carbachol solution.

Bronchial Biopsies
Bronchial biopsies were done before the initiation of

treaimenl and 24 h after antigen challenge, Pre- and posich- 2

allenge hiopsy specimens were obtained from opposite
lungs, and at least three specimens were oblained from each
lung at each time point. Biopsy specimens were fixed in 1007%
buffered formalin and processed routinely for puraffin

embedding. Tissue seclions (4 pm) were stained with 2

Giemsa, using the microwave method described in
Churukian, 1995, J. Histatech., 18:319-322, the content of
which are incorporated by reference. This technique gives
more uniform staining and betler contrast between nuclei
and cytoplasm. Parallel sections were stained with telvidine
blue for identification of meta-chromatic-staining cells
(most cells/basophils). Slides were examined with a BH2
light microscopic (Olympus Corp,, Tokyo, Japan) equipped
with differential interference contrast oplics, using a cali-
brated eye piece grid (10x10), which covered 1,600 gm*
with a X40 objective. The number and distribution of
inflammatory cells (polymorphonuclear leukocytes [PMN],
lymphocytes, cosinophils, and mast cells/basophils) was
assessed in bronchial epithelivin and lamina propria, A
minimum of five fields from each biopsy were examined, the
number of cells for each cell type were averaged for the live
fields, and the resulis were expressed as number of cells/
grid.

Apenls

Ascaris suum extract {Greal Diagnostics, Lenor, N.C.)
was diluted with PBS to a concentration of 82,000 protein
nitrogen units/ml and delivered as an aerosol (20 breaths/
minx20 min). This crude preparation has an endotoxin level
of 30 Eu/ml, which does not have a pulmonary eflect in
sheep, Carbamylcholine (Carbachol; Sigma Chemical Co.,
St. Louis, Mo.) was dissolved in buffered saline at concen-
rations of 00.25, 0,50, 1.0, 2.0 and 4.0% wi/vol and delivered
as an aerosol.
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EXAMPLE 1

At 3 to 4 days before treatmenl was begun, baseling
airway responsiveness, to aerosol carbachol (1.¢., FC_I,_,U) was
determined and a baseline bronchial biopsy performed.

sl i S g On the
antigen-challenge day, SR, was measured and the animals
were lhan treated with HCQ designated compound. SR, was
remeasured 0.5 h after treatment (jusi before challenge) and
the animals were then challenged with antigen. SR, was
then remeasured immediately after.

The resulls were compared 1o those oblained with the
sheep o which PBS were administered in lieu of the drug
and challenged in the same fashion. The resulls are 1abulated
in Table | and graphically represented in FI1G. 1.

m Specific resis-
tance rose an average of 232% in the control group but only
U5% in the treated group. This effect is similar to thal seen
with other available anti-asthmatic drugs, such as inhaled
budesomde (Abraham, W. M., Laie phase responses in the
sheep, in Airways smoolh muscle: modeling the asthmatic
responses 10 vivo, od., [} Racburn and M A Giembycz,
Birkauser, Boston).

EXAMPLE 2

Hedely : . i Sp‘
resistance in the control group peaked al an increase of a
mean of 148% at 6.5 hours, compared to a mean increase of
only 14% 1n the drug-treated group. See FIG. 2 and Table 2.

Underlining the potent effect ol the HCQ treatment, a 24
hour post-antigen challenge carbachol reactivity (PC 400 as
measiired in breath units) increased in the control group by
50% as anticipated, but actually [ell in the reatment group
from 12.74 1o 15.82 umts (see FIG. 3).

TABLE 1

Specific resislance following antigen challenge

(Example 1)

B= P e
BSLN. plidg plidg plidg
5il

P
pl/dg P-ASC P-ASC +1HR +1HR +2HRS +2 HRS +3 HRS

Sheep No. Srl Srl w Y sil T Srl % Srl th 51l
CONTROL TRIAL: (immediate) (just betore Ag)

833 004 054 0% 094 O 34 262% L4 21% 8% | 17%

443 117 117 0% 1a7 0% 3 2039 1.19 ] 1.15 AL
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TABLE 1-continued

Specific resistance oilowing antigen challenge
{Lxample 13

B g B I
BSLM. plidg plidg plidg plidg P-ASC P-ASC +1 HR +1 HR +2HRS +2 HRS +3 HRS
Sheep No. 5rl Sl ki 51l iz Sl e Srl - Srl ko 5rl
1530 L5 105 0% 108 0% 25 138% 1.54 175 102 3%
Mean o6 106 0% 108 0% 347 232% 1.17 115 113 0 0.00
SE Bz 012 0% 012 0% 4407 0% Lo3 1% (.02 2fh 000

COMPOUND TRIAL

933 102 LaR 18% .01 9% 245 B4 138 2% 113 1i'%
1483 100 102 2% D95 5% 1.49 49% 1.43 437 174 T4
1830 115 137 19% 113 -3% 332 189 1.49 30% 1.2 4%

Mean : Lol 231 10% 103 2% 197 9s% LA aS8H LM 29 ooy
SE ¢ 001 009 8% D08 W% 048 d6% N 5% 031 32% 0 000
TABLE 2

Spealic resistance (hllowing antigen challenge
{Example 2)

BOHE g9, O

BSIN. plidg plidg pldg plidg P-AST P-ASC +1HR +1 HR 42 HRS +2 HRS +1HRS

Sheep No, Sl 5l ] &il % S S Sl ki &rl Lt Srl
CONTROL TRIAL: (immediate) (just belfore Ag)

135 108 by 0% 1 0% 334 B 241 132% 21 Y Ly

1534 11 111 8% 111 0% 403 263% .85 157% 199  79% 1.946
Measn : 108 108 0% 108 0% 3 EFE . Led 1449 200 8ude 183
SE S o4 004 0% D04 0% 040 26% 0.2 13% 001 Eai] 0.04
COMPOUND TRIAI

1528 L2 L15 13% 089 % A2 196 % 2 Tu 1714 206 1024 157

1534 L09 101 -7 117 H 414 280% 2.10 83% LAg 3% 154
Mean = 10s 108 3% 107 1% 358 238% 243 132 L74 b 1.58
SE : 004 007 10% D11 T 036 420 (.33 39% 029 335 001

+3 HRS +4 1IIRS +4 HRS +5 HRS +5 HRS +6 HRS +6 HRS +6 IIRS +5 HRS +7 HRS +7 HRS
Sheep No. % Sl i Srl L 1l % rl % S i 3

CONTROL TRIAL: Dimmediate) (just belfore Ag)

1125 2% L13 10% L7 anfe 265 15355 265 155 . 158%
1333 T 1% L.54 43 195 o 208 87% a8 141%% g 3R
Mean : T9% 1.37 6% 184 Fi%r 237 121% 2.07  14% 240 1249
SE K k23 17% 0.1 549 0.28 34% 0.02 T .28 33tk

COMPOUND TRIAL

1125 S4tn 1.i2 107 1.349 Iotk 122 208 1.4 8™ 1,22 24
1534 Ho%n 1.3% 287 L7 -2 1.26 168k 1.32 21T 1.23 135
Mean S04 1.26 194% 1.23 17% 1.24 18% 121 13 123 latw
SE : 4% 013 9% 0.16 149 002 2% 1l T 001 KL
+7.5 HRS +7.5 LIRS +1 RS +8 lIRS ORC #1 ORC #2
SHEEFR No. Srl - &rl Lo BSINM. {24 P-Ag.)
CONTROL TRIAL: (immediate) (just before Ag)
1125 242 1339 1,11 647%h 18.04 9. 74
1534 2.1 90% 154 T5% 13.94 748
Mean 4 230 1115 1.83% T 16.01 8.62
Sk : .16 2t 32 S 2.03 114
COMPOUND TRIAL
1125 153 A0% 124 22 1165 15.86
1534 1.30 194 128 18% 1483 13,77
Mean X 1.42 35% 1437 0% 1274 1582
S5E iy 0.i2 15% .03 2 2.06 0.04

MLETHODS OF EXAMPLE 3 ps Sible for assuring the humuane care and use of experimental

All procedures were approved by the Mount Sinai Medi-
cal Center Animal Research Commitlee, which is respon-

animals. The sheep used for this study had previously been
shown to develop early and lale airway responses and
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airway hyperresponsiveness 1o inhaled carbachol following
inhalation challenge with Ascaris suwn antigen. During the
chronic treatment trail, venous blood samples were obtained
from the external jugular vein for the determination of
plasma compound concentrations. Samples were obtained as
baseline (pre-dosing), and, then, before dosing on days 8, 15,
22, 29 and after dosing had stopped on day 43,
Measurement of Airway Mechanics: The unsedated sheep
were restrained in a carl in the prone position with their
heads immobilized. Alter topical anesthesia of the nasal
passages with 2% lidocaine solution, a balloon catheter was
advanced through one postril into the lower esophagus, The
animals were incubated with a cuffed endotracheal tube
through the other nostril using a flexible fiberoptic broncho-
scope as a guide. (The cull’ of the endotracheal tube was
inflated only for the measurement of airway mechanics and
during aerosol challenges to prevent undue discomfort. This
procedure has no effect on airway mechanics), Pleural
pressure was estimated with the esophageal balloon catheter
(filled with one ml of air) which was positioned 5-10 cm
from the gastroesophageal junction. In this position, the end
expiratory pleural pressure ranged between =2 and -5 cm
H,0. Once the balloon was placed, it was secured so that it
remained in position for the duration of the experiment.
Lateral pressure in the (rachea was measured with a sidehole
catheter (inner dimension, 2.5 mm) advanced through and
positioned distal to the tip of the endotracheal tube,
Transpulmonary pressure, the difference between tracheal
and pleural pressure, was measured with a differential pres-

sure fransducer catheter system. For the measurement of ;

pulmonary resislance (R, ), the proximal end of the endot-
racheal tube was connected to a pneumotachograph. The
signals of flow and transpulmonary pressure were recorded
on a n oscilloscope recorder which was linked 1o a computer

for on-line calculation of R, from Lranspulmonary pressure, 3

respiratory volume (obtained by digital integration) and
flow. Analysis of 5-10 breaths were used for the determi-
nation of R;. Immediately after the measurement of R,,
thoracic gas volume (V,) was measured in a constant
volume body plethysmograph to obiain specific lung resis-
tance (SR, =R,V ) in em H,O-sec™".

Aerosol Delivery Systems: Aerosols of Ascaris suum
extract (diluted 20:1 with phospbate buffered saline; 82,000
PNU/ml) were generated using a disposable medical nebu-
lizer (Raindrop®, Puritan Bennett), which produces an
aerosol with a mass median acrodynamic diameter of 3.2 am
{geometric standard deviation, 1.9) as determined by a 7
stage Andersen cascade impaclor. The ouipul from the
nebulizer was directed into a plastic T-piece, one end of
which was connected to the inspiratory porl of a Harvard
respirator. To beiter control aerosol delivery, a dosimeter
consisting of a solenoid valve and a source of compressed air
(20 psi) was activated at the beginning of the inspiratory
cycle of the Marvard respirator system for 1 second. The

aerosol was delivered al a lidal volume of 500 ml and a rate 5

of 20 breaths per minute for 20 minuwles. Each sheep was
challenged with an equivalent dose of antigen (400 breaths)
in the control and drug trials. Carbachol aerosols were also
generaled with this same nebulizer system.

Dose Response Curves 1o Inhaled Carbachol: For the
carbachol dose response curves, measurements of SR, were
repeated Immediately after inhalation of buller and after
cach administration of 10 breaths of increasing concentra-
lions of carbachol solution (0.25%, 0.5%, 1.0%, 2.0% and
4.0% w/v). To assess airway responsiveness, the cumulative
carbachol dose in breath units (BU) that increased SR,
400% over the post-bulfer value (i.e. PC,,,) was calculated
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from the dose response curve, One breath unit was defined
as one breath of a 1% w/v catbachol solution.

EXPERIMENTAL PROTOCOL

The same basic protocol was used for all studies in
Example 3, This basic protocol consisted of first obtaining
baseline dose response curves to aerosol carbachol 1-3 days
prior to antigen challenge. Then, on the day of antigen
challenge, values of specific lung resistance (SR;) were
measured at baseline and, then, 30 min alter drug or vehicle
(0.9% saline) treatment. The animals were, then, challenged
with Ascaris suum antigen and SR, was remeasured imme-
diately after challenge, hourly from 1-6 h afler challenge
and on the half-hour from 6%2-8 h afier challenge. Measure-
ments of SR, were obtained 24 h after challenge followed by
the 24 h post challenge dose response curve.

STATISTICAL ANALYSIS

For each series, a repeated measures analysis of vanance
was performed to see if there were overall differences
belween the historical control the drug trial and the 2 week
follow-up control or, in the case of experiments described in
series 4 and 5, amongst the doses and different times,
respectively. IT a significant overall effect was found, then a
two-lailed paired 1-lest were used 1o assess pairwise differ-
ences. The variables assessed were the peak carly airway
response (maximum increase in SR, (4 h afier challenge),
peak late airway response (maximum increase in SR,
between 5-8 h alter antigen challenge, irrespective of when
this increase occurred for each sheep in each irial) and on the
ratio of post challenge PC,,, to pre challenge PC,;. (Note:
a ratio close to 1 indicales no airway hyperresponsivencss,
whereas, a ratio close o (1.5 indicates the development of
airway hyperresponsiveness.), Peak responses were used
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because they are the most conservalive estimate of the
overall effect. Values in the text and figures are meanzse for
3 sheep. Statistical analysis of these variables is reported in
Table 3.

!!!! !! 1Eustratcs lg time course 0‘! !E antigen-induced

responses and FIG. 4B the effects on airway responsiveness
in the three sheep treated with HCQ aerosol. There was no 1p
effect on the carly airway response (EAR), however, HCQ
aerosol blocked the late airway response (LAR) 1o allergen
in these animals (ANOVA, P<0.001). Consistent with the
protection against the late response was the protection
against the airway hyperresponsiveness (AHR, ANOVA, s
P={.01 1), Note that 2 weeks after treatment was stopped, the
amimals responded normally to allergen.
1 mg/kg HCQ, p.o. Twice a Day for 4 Days.

FIG. 5A illustrates the time course of the antigen-induced
responses and FIG. 5B the effects on airway responsiveness 20

Effect of Chronic Treatment with Aerosol HCQ:
25 _

estimate of the dose-response relationship, the average LAR
(between 5-8 h) for each dose was calculated, and this value
was used to determine a mean percent protection. Likewise,
the mean values for AHR shown in Table 3 were used to
calculate the mean percent protection provided by each dose
on this parameter. These results are shown in FIG. 8.

TABLE 3

TREATMENT BASELINE EAR" LAR® AHR*
Control 1 0.93 =003 574 = 1.43 288 =024 043 = 007
HCQ 0.93 £ 0.01 5.57 £ 1.82 1.35 = 0.15%° 0.90 + D.0e%
{aerosol)
1 mg/kg/dx2
xdd
Control 2 0,97 = 0,03 627+ 1.39 286 =032 0.50 = 0.48
Control 1 1.06 =0.04 4.64 = (0,58 272 =047 0.49 = 0.07
HCQ (poy) 0.96 £0.01 4.64 £ (.55 227 = 010 0.46 = 0.06
1 mg/kgidx?
x4d
Control 2 0.98 = 0.03 4.08 = .47 25904 0.48 = 0.10
Control 1 1.01 =003 4.36 = D48 2.6 =012 045 = 0.08
HCO 0.932 £ 0.03 35073 1.34 = 0,329 1.05 + 0.14°
(aerosol)
2 myg/kg/dxd
d
Control 2 095 = 0.01 438 = (.38 2.35 = 0.17 045 = 0.04
Contral 0.95 £ 0.01 4.28 £ 0.38 235 =007 0.45 = 0.04
HCQ 0.83 £ 0.02 353073 1.34 = 0.03 1.05 = 0.14¢
{aerosol)
2 mg/fkg/dxd
d
HCQ 0,92 = 0,02 3.95 = 047 2222017 0.53 = 0.06
({aerosol)

2 mg/ke/d
xd
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TABLL 3*-continued

32

IBEATMENT  BASELINI: EAR” LaR”

ALIR!

e 319 £.15) IR AE
{ae sl b
1ty o deal
x-Hl

Conliol
Q)
{atr0sc])

2 mpg el
4d

Tico
{acroselh

- mg hgidxl
8d

N
Trentment
14l

No
Treniment
Il

.93 = 1112

BI7w L
420 1%

A L7
IR RIEDS

AT & 1LN3
41z 13

TR A RA T 411 £ 116 122 = s

IRILEE VRN 417 = LT 1t £ 4121

M7 &1L 438 2472 2ok g n2e"

L84 il 15

LLATREE R T AT
(H5 2 T

e g2

o7 £iL1G

i3y gt

*All resulis are presemted as mean = 5P forn = 3.

"Values for baseline. peak EAR {largest value of speciflc Jung resistance for cach sheep
hetween 1={h) and peak LAR (largest value of specifiv lung resislance ('or ench sheep
bierween 3k, irrespective ol Lhe tine sl which ic vccvrred) are speafic lung resislasce

in ool Osec !

“Walues lor AR ane post chal letge POy Prechallenge PO, alic, A vidie close 1o )
indicntes Lhal there is po change in aireay respoasiveness, Values lese than 1 indicate the

Jdevelopment of AHR.
OB < 108 vs Coatral L

“va Contol 201 < 1005 by
Coauol 1.

“Control 20 P o2 TLAN va
ICantrnl 1,

Brngenl 2, P e db45 vy
l'|ur;".s:.-,L duser P e LI vs
"Fargest Josg,

Conclusion

The examples above confiem in an allergic sheep model
thal an snli-malarial agent, when administered locally, such
as inhaled hydroxvebloroguine, has potent local anti-
inflammatory cllects and achieves rapid oaset of acting at
lower daily aad cumulative dosage than woull be expected
from syslemic administration,

The above preferred embodiments and examples are
piven 1o illustrate the scope and spicil of the present inveo-
tion_ These embodiments and cxumples will make apparent
10 1hose skilled in the ad olber embocdhments and examples,
These other embediments and examples are within (he
conternplation of the present invention.

Therefore, the present invention should be limiled only by
the appended claims.

Wha is claimed:;

1. A methed for treating an intlammatory condition in an
animal comprising administering locally w the area of
inflarmnmation to said animal an anti-inflammatory effective
amoaunt of an anti-malanal compound, wherein said anti-
malanal compound is hydroxychloroguine or 4 pharmacsu-
tically acceptable sall thereof.

2. The method according 1o eluim 1, wherein the inllam-
malory condition is selected from the proup consisting of an

41

a1

inlammatory puimonary disease, scleriis, epi-scleritis,
allergic conjunctivios, procto-sigmoiditis, allergic rhinitis,
arthrilis, tendenitis, apthous stomatitis, and inflammatory
bowe] discase,

3. The method according o claim 2 wherein the jnflam-
malory pulmonary disease is selecled from the group con-
sisting ol asthma, chroniv obstruciive pulmonary disease,
allergic bmonchopulmonary aspergillosis, and sarcoidosis.

4. The roethod according 10 claim 1, wherein the anii-
malarial compound is locally administerned 1 the lungs.

5, The muthod aceording o claim 4, whercin the anti-
malarial compound is locally administered via inhalation,

6. The method accerding (o claimn 5, wherein the anti-
malarial compound 15 tormulaled Jor aerosol delivery or
formulated as dry powder.

7. The method according o ¢laim | wherein the inflam-
malory condition is asthma,

B. The method aceording to ¢laimn 1, wherein (he anii-
malarial compound 15 formulated as an eye drop, a
suppusilory, a nasal spray, or an oral paste,

9. A method lor treating asthma, compnsing administer-
ing an anti-inllammalory eFeclive amount of hydmxychlo-
raquine via inhalation 10 a patient with asthma.
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Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A92A4A4EB93EA7B54E17EB3C-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Kane, Elleen (OS/ASPR/OEA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=user25dbd6c7 <Elleen.Kane@hhs.gov>;

Waters, Cicely {(OS/ASPR/CEA) /fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=00e638c4ddf64006bcc009e8032dd700-Waters, Cic
<Cicely. Waters@hhs.gov>;

ASPRMEDIA (OS/ASPR/COQ) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1949c96e6c46444383366c69b467cecl-ASPRMEDIA@A
<ASPRMEDIA@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>;

Houchens, Christopher (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7ac94a574bd04528b7c91bbd61853975-Houchens, C
<Christopher.Houchens@hhs.gov>;

Walker, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7a02e128c60f4a7195532a1545af9556-Walker, Rob
<Robert.Walker@hhs.gov>;

Faison, Tremel (OS/ASPR/BARDA) fo=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2bbab0bceb1342fbbedbbccd4deeb80f-Faison, Tre
<Tremel.Faison@hhs.gov>;

Gorman, Susan (ASPR/SNS) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7141173f78da4e519¢35756fbbfb2593-Gorman, Sus
<spgd@cdc.gov>;

Adams, Steven A, (ASPR/SNS) fo=ExchangelLabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=f98462fe8d124743a437c7aB0b3f60dd-Adams, Stev
<saal@cdc.gov>;

Disbrow, Gary (OS/ASPR/BARDA) fo=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddcObb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>

Subject: IMPT - HHS Comms requirement for EUA Comms for CQ and HCQ
Date: 2020/03/28 18:33:45
Importance: High

To:

cC:

Priority: Urgent
Type: Note

Dear Cicely, Eileen and ASPR Comms.

As you know there is an EUA request that BARDA is about to submit as early as tonight and a nearly
final response from the FDA authorizing the EUA. The FDA response is attached.

In this authorization, there are requirements for HHS to communicate the availability of the material in
the SNS. FDA will also post notice. See part C of the attached agreement below.
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Please advise if HHS wishes to post, ASPR post, or only the posting on the FDA website. Please check in

with FDA on the details of the requirement and to coordinate. | wasn’t sure who to include from FDA on

this.
Thank you,

Linda

C. HHS will ensure that the terms of this EUA are made available to public health authorities
through appropriate means.: HHS will provide authorized emergency response stakeholders
a copy of this letter of authorization and communicate to emergency response stakeholders
any subsequent amendments that might be made to this letter of authorization and its
authorized accompanying materials {(e.g., Fact Sheets).

F. HHS will inform emergency response stakeholders about the need to have a process in place
for performing adverse event monitoring and compliance activities designed to ensure that
adverse events and all medication errors associated with the use of the authorized
chloroguine phosphate or hydroxychloroguine sulfate are reported to FDA, to the extent
practicable given emergency circumstances, as follows: complete the MedWatch FDA Form
3500 online at www.fda.gov/medwatch, by using a postage-paid MedWatch Form 3500
(available at
https://www.accessdata.fda.gov/scripts/medwatch/index.cfm?action=reporting.home), or
by calling 1-800-FDA-1088. Submitted reports should state: “use of chloroquine phosphate
was under an EUA” or “use of hydroxychloroquine sulfate was under an EUA,” as relevant. If
and when HHS establishes a process for collecting outcomes data, HHS will inform
emergency response stakeholders about such process.

Linda C. Lambert, PhD

Director, Medical Countermeasures Program Support Services
Biomedical Advanced Research and Development Authority (BARDA)
Assistant Secretary for Preparedness and Response (ASPR)
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G

Washington, D.C. 20201

Office: 202-260-1200

Mobile:[by(a) |

email: Linda.Lambert@hhs.gov

Legally Privileged - This e-mail transmission and any documents attached to it may contain information thot is
legally privileged. If you are not the intended recipient, or a person responsible for delivering this tronsmission to

the intended recipient, you ore hereby notified thot ony disclosure, copying, distribution, or use of this transmission

is strictly prohibited. If you have received this transmission in errar, please immediately notify the sender and
destroy the original transmission, ottachments, and destroy any hard copies.
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Note to contractors: nothing in this e-mail is intended ta canstitute contractual direction or to impact cost, price, or
schedule cantained in the contract. If the contractor believes there is an impact, the contractor must disregard that

portian of the communication ond contoct the Contracting Officer for direction.

1ror example, through hard copy, web posting, and/or mass media.

Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A02A4A4EBO3EATBS4E17EB3C-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Kane, Elleen (OS/ASPR/OEA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=user25dbdéc? <Elleen.Kane@hhs.gov>;

Waters, Cicely (OS/ASPR/OEA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=00e638c4ddf64006bcc009e8032dd700-Waters, Cic
<Cicely. Waters@hhs.gov>;

ASPRMEDIA (OS/ASPR/COQ) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=1949c96e6c46444383366c69h46 7cac1-ASPRMEDIA@h
<ASPRMEDIA@hhs.gov>;

Bright, Rick {OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>;

Houchens, Christopher (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7ac94a574bd04528h7c91bbd61893975-Houchens, C
<Christopher.Houchens@hhs.gov>;

Walker, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=7a02e128c60f4a7195532a1545af9556-Walker, Rob
<Robert.Walker@hhs.gov>;

Faison, Tremel (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2bbab0bcebl342fbbedbbcco4deeb80f-Faison, Tre
<Tremel.Faison@hhs.gov>;

Gorman, Susan (ASPR/SNS) fo=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7141173f78da4e519¢35756fbbfb2593-Gorman, Sus
<spgd@cdc.gov>;

Adams, Steven A. (ASPR/SNS) fo=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=f98462fe8d124743a437c7a80b3f60dd-Adams, Stev
<saal@cdc.gov>;

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
{(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>

Sent Date: 2020/03/28 18:33:43
Delivered Date: 2020/03/28 18:33:45

Recipient:

Faison, Tremel (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=2BBABOBCEB1342FBBEDBBCCO4DEEB8OF-FAISON, TRE
<Tremel.Faison@hhs.gov>

Lambert, Linda (OS/ASPR/BARDA) fo=Exchangelabsfou=Exchange Administrative Group
To: (FYDIBOHF23SPDLT)/cn=Recipients/cn=cet824bbta2ad4ad4e893ea’b54el/eb3c-Lambert, Li
<Linda.Lambert@hhs.gov>

Subject: FW: Documents
Date: 2020/03/28 16:57:48
Priority: Normal
Type: Note
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We need signature from Rick by 7:30. | am sending the new LoA to Sil to see if she wantis to make any
maodifications.

From: Corrigan-Curay, Jacqueline <jacqueline.Corrigan-Curay@fda.hhs.gov>

Sent: Saturday, March 28, 2020 4:55 PM

To: Faison, Tremel (OS/ASPR/BARDA) <Tremel.Faison@hhs.gov>; Walker, Robert {OS/ASPR/BARDA)
<Robert.Walker@hhs.gov>

Cc: Beers, Donald (FDA/OC) <Donald.Beers@fda.hhs.gov>; Farley, lohn (FDA/CDER)
<John.Farley@fda.hhs.gov>; Gormley, Andrea (Vincent) (FDA/CDER) <Andrea.Vincent@fda.hhs.gov>;
Leissa, Brad G (FDA/CDER) <Brad.Leissa@fda.hhs.gov>; Sadove, Elizabeth (FDA/OC)
<Elizabeth.Sadove@fda.hhs.gov>

Subject: Documents

Hi

Thank you for all the helpful feedback this am and the tracked change documents.

Attached please find the documents that we believe are final but we will be doing final procfing

We have left track changes in the LOA so you can see how we addressed some comments

We have left just a few track changes in the FACT Sheets regarding that were later clinical comments

We have moved the tracking of outcomes out of the Mandatory Reporting because we do not yet have a
system therefore can’t be mandatory

When we have a system we can amend FACT sheets to reflect that

We have been asked by the Commissioner’s office to finish this tonight.

Please send us one set of edited documents and your final request letter by 7:30 pm so that we can
meet this deadline.

Out plan is to have this signed late tonight or first thing in the am.
Thank you,

Jacqueline

Faison, Tremel (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=2BBABOBCEB1342FBBEDBBCC94DEEBBOF-FAISON, TRE
<Tremel.Faison@hhs.gov>

Lambert, Linda (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF23SPDLT)/cn=Recipients/cn=cebB24bta92a4a4e893ea’b54el/eb3c-Lambert, Li
<Linda.Lambert@hhs.gov>

Sent Date: 2020/03/28 16:57:46
Delivered Date: 2020/03/28 16:57:48
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March XX, 2020

Commented |(5)(5 |
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¥. Duration of Authorization

This EJA will he effective until the declaration that circumstances exist justifying the authorization of
the emergency use of drugs and biologics for prevention and treatment of COVID-19 is terminated under
Section 564{b}{2) of the Act or the EUA is revoked under Section 564(g) of the Act.

Sincerely,

RADM Denise M. Hinton
Chief Scientist
Food and Drug Administration

Enciosures
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From: George Keefe <George.Keefe@tevapharm.com:>

Charrow, Robert (HHS/OGC) fo=ExchangeLabs/ou=Exchange Administrative Group
To: (FYDIBOHF235PDLT)/cn=Recipients/cn=00531138af454ce3ac0b5885bead345f-Charrow, Ro

<Robert.Charrow@hhs.gov>
Christine Baeder <Christine.Baeder@tevapharm.com>;

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
CC: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f3534317aa74f46348442d39-Bright, Ric

<Rick.Bright@hhs.gov>;
Michael Brzica <Michael.Brzica@tevapharm.com>

Subject: RE: FDA PHL Request: hydroxychloroquine API- TEVA
Date: 2020/03/25 11:09:05

Priority: Normal
Type: Note

Dear Bob,

It was good to speak with you this morning regarding the prohibition on shipping hydroxychloroquine
out of India. As discussed, we are working directly with the Indian Government to allow us to ship our
product out of the country. We would appreciate assistance from the US Government in this matter.

Please take a look at the attached letter from the Indian Government. We would like to request a phone

meeting to discuss appropriate next steps.
Thanks for your assistance.

Regards,
George

From: Charrow, Robert (HHS/OGC) <Robert.Charrow@hhs.gov>
Sent: Friday, March 20, 2020 1:08 PM

To: Christine Baeder <Christine.Baeder@tevapharm.com>

Cc: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>
Subject: RE: FDA PHL Request: hydroxychloroquine API- TEVA

We have a call into her and have emailed her. Bob

From: Christine Baeder <Christine.Baeder@tevapharm.com>
Sent: Friday, March 20, 2020 1:03 PM

To: Charrow, Robert (HHS/OGC) <Robert.Charrow@hhs.gov>
Cc: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>
Subject: FW: FDA PHL Request: hydroxychloroquine API- TEVA

Bob,

Thank you for your help. Here is the contact we discussed.
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Per our discussion
Best regards,

Christine Baeder
SVP, Chief Operating Officer US Gx

Tel: 1-215-591-8913  Celi:[(b)(6) |
Christine.Baeder@tevapharm.com https://protect2.fireeye.com/ur

17k=e054aa7b-bc01a368-e0549b44-0cc47adb5650-

d572c0e043a083c1&u=htips://protect2.fireeye.com/url?k=4ebf322c
cid:image001.png@01CB4876.00748C50-12eb1b07-4ebf0313-0ccd7abd17cc-

2354539208ea13eedu=hitp://www.tevapharm.com/

From: Heather Conner-Garofalo <Heather.Conner-Garofalo@tevapharm.com>
Sent: Friday, March 20, 2020 12:46 PM

To: Christine Baeder <Christine.Baeder@tevapharm.com>

Cc: Daniel Hoey <Daniel.Hoey@tevapharm.com>; Matthew Roberts
<Matthew.Roberts06@tevauk.com>; Chris Lagullo <Chris.Lagullo@tevapharm.com>
Subject: RE: FDA PHL Request: hydroxychloroquine API

Hi Christine,

An e-mail is fine, does not need to be formal. Just that they are asking us to import the APl and the
person’s name and contact information.

If HHS prefers to speak with the FDA officer, her information is as follows:

Tonya O. Cerbin

Complionce Officer
DNEI-Philadelphia

Office of Regulatory Affairs

LS. Food and Drug Administration
Tel: 215-717-3715
Tonya.corbin@fda.hhs.gov

[ =]

cid:image002.jpg@01D2EQ3F.8FASFF50

Officer Corbin is not holding anything up, she is merely responding to my request for guidance as to
which ACE-ITDS codes to transmit and what to list in our end use letter.

Thank you,

Heather
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From: Christine Baeder

Sent: Friday, March 20, 2020 12:16 PM

To: Heather Conner-Garofalo

Cc: Daniel Hoey; Matthew Roberts; Chris Lagullo
Subject: RE: FDA PHL Request: hydroxychloroquine API

Heather,

We do not have anything in writing.. If you tell me what you need ! will call and ask them to give us a
letter. Can you draft what you need and | can forward and ask them to put on the correct letterhead?

Or provide contact information and | can ask HHS to reach cut to the appropriate contact at FDA
directly?

Best regards,

Christine Baeder
SVP, Chief Operating Officer US Gx

Tel: 1-215-591-8913  Cell: [(hi(A) |
Christine.Baeder@tevapharm.com hittps://protectZ.fireeye.com/ur

17k=909dd4d7-ccc8ddc4-909de5e8-0ccd 7adb5650-

b57c0c969332594b8u=https://protect2 fireeve.com/url?k=202{7ede
cid:image001.png@01CB4876.00748C50-7¢7b5765-202f4f7 1-0ccd 7a6d 17 cc-

2d6428040a2c1204 &u=hitp://www tevapharm.com/

This message is intended solely for the designated recipient(s). It may contain confidential or
proprietary information and may be subject to attorney-client privilege or other confidentiality
protections. If you are not a designated recipient you may not review, copy or distribute this
message. If you receive this in error, please notify the sender by reply e-mail and delete this
message. Thank you.

This message is intended solely for the designated recipient(s). It may contain confidential or
proprietary information and may be subject to attorney-client privilege or other confidentiality
protections. If you are not a designated recipient you may not review, copy or distribute this
message. If you receive this in error, please notify the sender by reply e-mail and delete this
message. Thank you.

Sender: George Keefe <George.Keefe@tevapharm.com>

Charrow, Robert (HHS/OGC) /o=Exchangelabs/ou=Exchange Administrative Group
{(FYDIBOHF23SPDLT)/cn=Recipients/cn=00531138af454ce3ac0b5885bead345f-Charrow, Ra
<Robert.Charrow@hhs.gov>;

Christine Baeder <Christine.Baeder@tevapharm.com:;

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric

Recipient:
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<Rick.Bright@hhs.gov>;
Michael Brzica <Michael.Brzica@tevapharm.com:

Sent Date: 2020/03/25 11:08:40
Delivered Date: 2020/03/25 11:09:05
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Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A92A4A4EB93EA7B54E17EB3IC-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defda4dcObb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

Blatner, Gretta (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
CC: (FYDIBOHF235PDLT)/cn=Recipients/cn=623cb123c2324236b1db6fb9153e0bbf-Blatner, Gr
<Gretta.Blamer@hhs.gov>

Subject: Request for BARDA help with DLG | International MCM Access and population prioritization for MCM
Date: 2020/04/14 11:43:51

Priority: Normal

To:

Type: Note

Rick and Gary
SPPR is asking for a BARDA rep to help work up a DLG on population prioritization for CQ/HCQ and
possibly broader,

I'll let them know that we can’t staff this because of our response mode today. Holler if otherwise.

Linda

From: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Sent: Tuesday, April 14, 2020 11:26 AM

To: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>; Dodgen, Daniel (OS/ASPR/SPPR)
<Daniel.Dodgen@HHS.GOV>

Cc: Kerr, Lawrence {HHS/0S/0GA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin {05/0GA)
<Collin.Weinberger@hhs.gov>; Moudy, Robin (OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>;
Chandrasekera, Ruvani (OS/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Waood, Rachel
(HHS/0S5/0GA) <Rachel.Wood@hhs.gov>; DLGDESK (HHS/ASPR/OPP) <DLGDESK@hhs.gov>
Subject: RE: DLG | International MCM Access

Thanks, Linda. We'd be interested to have whoever at BARDA would be appropriate to discuss how to
frame the DLG discussion on population prioritization decisions that would include international access
to MCMs, especially when they are limited. Who would be the right person?

From: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Sent: Tuesday, April 14, 2020 11:17 AM

To: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dedgen@HHS.GOV>; Ayala, Ana (OS/ASPR/SPPR)
<Ana.Ayala@hhs.gov>

Ce: Kerr, Lawrence {HHS/0S5/0GA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin (0S/0GA)
<Collin.Weinberger@hhs.gov>; Maudy, Robin (05/ASPR/SPPR) <Robin.Moudy@hhs.gov>;
Chandrasekera, Ruvani (OS/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel
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(HHS/OS/0GA) <Rachel.Wood@hhs.gov>; DLGDESK (HHS/ASPR/OPP) <DLGDESK@hhs.gov>
Subject: RE: DLG | International MCM Access

Hi All,

Thank you for the invite. | do not think | can contribute to population prioritization. My expertise is
micro and product development with a minor in human resources/HR since joining ASPR.

[

From: Dodgen, Daniel {O5/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>

Sent: Tuesday, April 14, 2020 11:09 AM

To: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>; Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>

Cc: Kerr, Lawrence (HHS/OS/0OGA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin (05/0GA)
<Collin.Weinberger@hhs.gov>; Moudy, Robin (0OS/ASPR/SPPR) <Robin.Moudy@hhs,.gov>;
Chandrasekera, Ruvani (0OS/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel
(HHS/0S5/0GA) <Rachel.Wood@hhs.gov>; DLGDESK (HHS/ASPR/OPP) <DLGDESK@hhs.gov>
Subject: RE: DLG | International MCM Access

| could meet between 11:00 and 12:00 tomorrow. We'll need a rep from the DLG team also. Dan

From: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Sent: Tuesday, April 14, 2020 11:05 AM

To: Dodgen, Daniel (O5/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>; Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>

Cc; Kerr, Lawrence {HHS/OS/0OGA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin {0S/0GA)
<Collin.Weinberger@hhs.gov>; Moudy, Robin (0S/ASPR/SPPR) <Robin.Moudy@hhs.gov>;
Chandrasekera, Ruvani (0S/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel
{HHS/0OS/0GA) <Rachel.Wood@hhs.gov>

Subject: RE: DLG | International MCM Access

Thank you, Dan. Could we please schedule a time with you and Linda {and whoever else needs to be on
the call) to discuss bringing the issue of population prioritization that includes the international piece to
the DLG? Dan and Linda, what is your availability tomorrow between 11-2? Thank you both!

From: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>

Sent: Tuesday, April 14, 2020 9:33 AM

To: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>; Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>

Ce: Kerr, Lawrence (HHS/0S/0GA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin (05/0GA)
<Collin.Weinberger@hhs.gov>; Moudy, Robin (OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>;
Chandrasekera, Ruvani (OS/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel
(HHS/0S/0GA) <Rachel.Wood @hhs.gov>

Subject: RE: DLG | International MCM Access

Thanks all. Let us know if/when you want to consider a DLG on this topic. As noted, it might be similar to
other DLGs we’ve had on related topics. I'm happy to discuss. Dan

2nd Interim Response 88


mailto:Rachel.Wood@hhs.gov
mailto:Ruvani.Chandrasekera@hhs.gov
mailto:Robin.Moudy@hhs.gov
mailto:Collin.Weinberger@hhs.gov
mailto:Lawrence.Kerr@hhs.gov
mailto:linda.Lambert@hhs.gov
mailto:Ana.Ayala@hhs.gov
mailto:Daniel.Dodgen@HHS.GOV
mailto:Rachel.Wood@hhs.gov
mailto:Ruvani.Chandrasekera@hhs.gov
mailto:Robin.Moudy@hhs.gov
mailto:Collin.Weinberger@hhs.gov
mailto:Lawrence.Kerr@hhs.gov
mailto:Linda.Lambert@hhs.gov
mailto:Daniel.Dodgen@HHS.GOV
mailto:Ana.Ayala@hhs.gov
mailto:DLGDESK@hhs.gov
mailto:Rachel.Wood@hhs.gov
mailto:Ruvani.Chandrasekera@hhs.gov
mailto:Robin.Moudy@hhs.gov
mailto:Collin.Weinberger@hhs.gov
mailto:Lawrence.Kerr@hhs.gov
mailto:Linda.Lambert@hhs.gov
mailto:Ana.Ayala@hhs.gov
mailto:Daniel.Dodgen@HHS.GOV
mailto:DLGDESK@hhs.gov
mailto:Rachel.Wood@hhs.gov

From: Ayala, Ana (0S/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Sent: Tuesday, April 14, 2020 8:31 AM

To: Lambert, Linda (0S/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Cc: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>; Kerr, Lawrence (HHS/OS/0GA)
<Lawrence.Kerr@hhs.gov>; Weinberger, Collin (0S/0GA) <Collin.Weinberger@hhs.gov>; Moudy, Robin
(OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel (HHS/0OS/0GA) <Rachel. Wood@hhs.gov>

Subject: RE: DLG | International MCM Access

Hi Linda,
Thank you very much for the quick turnaround on this. This is helpful!
All the best,

Ana

From: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Sent: Monday, April 13, 2020 7:46 PM

To: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Cc: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>; Kerr, Lawrence (HHS/QS/0GA)
<Lawrence.Kerr@hhs.gov>; Weinberger, Collin (0S/0GA) <Collin.Weinberger@hhs.gov>; Moudy, Robin
(OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel (HHS/OS5/0GA) <Rachel. Wood@hhs.gov>

Subject: RE: DLG | International MCM Access

Hi Ana,

We aren’t aware of any ongoing discussions in BARDA on this as it's a policy issue. However, a
suggestion came back. Should Remdesivir demonstrate efficacy it was suggested that a policy position

on Remdesivir could be considered for COVID-19 the same way that it was during the 2 Ebola outbreaks.

Thank you all again. We appreciate SPPR checking in with us on this.

From: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Sent: Monday, April 13, 2020 4:21 PM

To: Lambert, Linda (OS5/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Cc; Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>; Kerr, Lawrence (HHS/OS/0GA)
<Lawrence.Kerr@hhs.gov>; Weinberger, Collin (0S/0GA) <Collin.Weinberger@hhs.gov>; Moudy, Robin
{OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Wood, Rachel (HHS/05/0GA) <Rachel.Wood@hhs.gov>

Subject: RE: DLG | International MCM Access

+ Rachel Wood
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From: Ayala, Ana (05/ASPR/SPPR)

Sent: Monday, April 13, 2020 4:20 PM

To: Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>

Cc: Kerr, Lawrence (HHS/0S/OGA) <Lawrence.Kerr@hhs.gov>; Weinberger, Collin (OS/0OGA)
<Collin.Weinberger@hhs.gov>; Moudy, Robin (OS/ASPR/SPPR) <Robin.Moudy@hhs.gov>;
Chandrasekera, Ruvani (OS/ASPR/SPPR) <Ruvani.Chandrasekera@hhs.gov>; Dodgen, Daniel
{OS/ASPR/SPPR) <Daniel.Dodgen @HHS.GOV>

Subject: FW: DLG | International MCM Access

Hi Linda,

Dan Dodgen (copied here) suggested that we reach out to you as one of the starting points as we look
into the possibility of having an HHS-internal discussion within the DLG on how international access to
COVID-19 MCMs should be handled and balancing that with domestic needs. Some of us have started
considering the various complications that could arise as MCMs like Remdesivir become available but in
limited numbers, at which point we expect that international stakeholders like WHO and other foreign
governments will reach out. Has BARDA started to have conversations internally (or externally with
stakeholders) on this issue? We would be interested to hear what BARDA is thinking on the issue.

Many thanks in advance,
Ana

Ana §, Ayala, 1.D., LL M.

Senjor Global Heafth Officer

Office of Global Affairs

U.S. Department of Health and Human Services (HHS)

o: (202) 205-5894 | m:|{b}[8] |

ana.ayala@hhs.gov

CONFIDENTIALITY NOTICE: This e-mail communication and any attachments may contain cenfidential and
privileged information for the use of the designated recipients. If you are not the intended recipient, {or authorized
to receive for the recipient) you are hereby notified that you have received this communication in error and that
any review, disclosure, dissemination, distribution or copying of it or its contents is prohibited. If you have received
this communication in error, please destroy all copies of this communication and any attachments and contact the
sender by reply e-mail or telephone.

From: Ayala, Ana (0S/ASPR/SPPR)

Sent: Monday, April 13, 2020 3:04 PM

To: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen @HHS.GOV>

Cc: Kerr, Lawrence (HHS/OS/OGA) <Lawrence.Kerr@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Weinberger, Collin (OS/0OGA) <Collin.Weinberger@hhs.gov>; Wood,
Rachel (HHS/0S/0OGA) <Rachel.Wood@hhs.gov>; Moudy, Robin (QS/ASPR/SPPR)
<Robin.Moudy@hhs.gov>

Subject: RE: DLG | International MCM Access
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Thank you, Dan. We haven't had discussions with BARDA on international access to Remdesivir yet.
We'll reach out to Linda Lambert to see whether they've begun considering the issue. Regardless, it
would be good to have the HHS-internal discussion within DLG to start addressing international access
to MCMs in general {does not need to be limited to Remdisivir). Of course, it would make sense to have
it as part of a discussion on how various populations will be prioritized when amounts are limited—don't
think the DLG could consider the international piece without addressing this first.

If you could please share with us the DLG paper, that would be great. Since Robin and Ruvani helped
draft the paper at the early stages, we did not hear on further developments. We'd be particularly
interested in how ASPR plans to move forward. Thanks in advance!

Ana

From: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>

Sent: Monday, April 13, 2020 2:26 PM

To: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Cc: Kerr, Lawrence (HHS/0S/0OGA) <Lawrence.Kerr@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Weinberger, Collin (05/0GA) «<Collin.Weinberger@hhs.gov>; Wood,
Rachel (HHS/O5/0GA) <Rachel. Wood@hhs.gov>

Subject: RE: DLG | International MCM Access

Hi Ana, Thanks for yaour message. As you know, we are currently finalizing a DLG paper regarding the use
of HHS-held chloroguine and hydroxychloroquine in international clinical trials. There may be content
relevant to your question in the paper, which we hope to finalize today or tomaorrow.

Have you spoken with BARDA about the Remdesivir question yet? They have been so engaged in the
Remdesivir trials that they may have already given some thought to this issue. | would start with Linda
Lambert.

That said, this could be a potential DLG topic if we need broader HHS input and/or consensus. Let’s see
how BARDA responds. Dan

From: Ayala, Ana (OS/ASPR/SPPR) <Ana.Ayala@hhs.gov>

Sent: Monday, April 13, 2020 2:06 PM

To: Dodgen, Daniel (OS/ASPR/SPPR) <Daniel.Dodgen @HHS.GOV>

Cc: Kerr, Lawrence (HHS/0S/0OGA) <Lawrence.Kerr@hhs.gov>; Chandrasekera, Ruvani (OS/ASPR/SPPR)
<Ruvani.Chandrasekera@hhs.gov>; Weinberger, Collin (0S/0GA) <Collin.Weinberger@hhs.gov>; Wood,
Rachel (HHS/0S/OGA) <Rachel.Wood@hhs.gov>

Subject: DLG | International MCM Access

Hi Dan,

Hope you are doing well. We are reaching out with respect to an issue that has begun to come up and
which we expect will continue to grow in significance. With advocacy for Remdesivir increasing as a
hopeful COVID-19 MCM and considering that the DLG is the coordinating body for high-level policy
decisions, we would like to inquire about the possibility of starting an internal HHS conversation about
the issue of international access to Remdesivir and our approach with respect to WHO inquiries about
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accessing it. Has the DLG started discussions on prioritizing populations with respect to Remdesivir or
other hopeful MCM candidates? This may be the starting point to consider the potential international
aspects of what may be soon coming down the pike.

Many thanks!
Ana

Ana S. Ayala, J.D., LL.M.

Senior Global Health Officer

Office of Global Affairs

U.S. DEPARTMENT OF HEALTH AND HUMAN SERVICES (DHHS)
0: (202) 205-5894 | m: E—,: 8)

ana.ayala@hhs.gov

CONFIDENTIALITY NOTICE: This e-mail communication and any attachments may contain confidential and
privileged information for the use of the designated recipients. If you are not the intended recipient, (or authorized
to receive for the recipient) you are hereby notified that you have received this communication in error and that
any review, disclosure, dissemination, distribution or copying of it or its contents is prohibited. If you have received
this communication in error, please destroy all copies of this communication and any attachments and contact the
sender by reply e-mail ar telephone.

Lambert, Linda (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=CE6824B6A92A4A4EBI3EA7BS4E17EB3C-LAMBERT, LI
<Linda.Lambert@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defda4dc0bb45f8fac629cf09-Disbrow, Ga

<Gary.Disbrow@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric

<Rick.Bright@hhs.gov>;

Blatner, Gretta (OS5/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=623ch123c2324236b1dbefh9153e0bbf-Blatner, Gr

<Gretta.Blatner@hhs.gov>

Sent Date: 2020/04/14 11:43:50
Delivered Date: 2020/04/14 11:43:51
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Disbrow, Gary (OS/ASPR/BARDA} /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
From: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0FD5845DEFDA4DCOBB45FBFACG629CF03-DISBROW, GA
<Gary.Disbrow@hhs.gov>

Walker, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
To: (FYDIBOHF23SPDLT)/cn=Recipients/cn=7a02e128c60f4a7195532a1545af9556-Walker, Rob
<Robert. Walker@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddcObb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov=>

Subject: RE: COMMERCIAL CONFIDENTIAL INFORMATION
Date: 2020/04/05 07.56:51
Priority: Normal

cC:

Type: Note

Bob,

They will submit on Monday. They indicated they have safe to proceed from IRB. They indicated an IND
was not necessary but they have safe to proceed from FDA. Perhaps it simply states that an IND is not
required since it is an OTC drug. | have no idea.

It should be able to efficiently and rigorously compare hydroxychloroquine + SOC vs SOC
(historic control data (@ Northwell), hydroxychloroquine + famotidine IV + SOC vs historic
SOC, and hydroxy vs hydroxy + famotodine. All double blinded and properly randomized. 1200
subjects in two groups of 600 in active treatment compared to the historic control

group. Hospitalized as moderate COVID19 without lymphopenia. Clinical endpoint as primary.

Gary L. Disbrow Ph.D.
Deputy Assistant Secretary

Director, Medical Countermeasure Programs
Biomedical Advanced Research and Development Authority
BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G
Washington, D.C. 20201

Office: 202-260-0899

Mobile;g’ij WG

Fax: 202-205-0873

email: Gary.Disbrow@HHS.gov

Legally Privileged - This e-mail transmission and any documents attached to it may contain information
that is legally privileged. If you ore not the intended recipient, or a person responsible for delivering this
transmission to the intended recipient, you ore hereby notified that any disclosure, copying, distribution,
or use of this transmission is strictly prohibited. If you have received this transmission in error, please
immediotely notify the sender and destroy the original transmission, attachments, and destroy any hard
copies.
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Note to contractors: nothing in this e-moil is intended to constitute contractual direction or tc impoct
cost, price, or schedule contained in the contract. If the contractor believes there is an impact, the
contractor must disregard that portion of the communicotion and contoct the Contracting Officer
for direction

From: Walker, Robert (O5/ASPR/BARDA} <Robert.Walker@hhs.gov>
Sent: Sunday, April 5, 2020 7:51 AM

To: Disbrow, Gary (0OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>
Subject: Re: COMMERCIAL CONFIDENTIAL INFORMATION

Thanks Gary. Rick wants bullets from me today for a 4 pm meeting. Currently I can only say it's
an h2 blocker and that histamine release by mast cells has been postulated to contribute to the
pulmonary inflammation associated with SARS-CoV-2 infection. No data are available to
substantiate this.

On Apr 5, 2020, at 4:05 AM, Disbrow, Gary (OS/ASPR/BARDA)
<Gary.Disbrow(@hhs.gcov>wrote:;

Bob,
| don't want to get you involved. Please see below.

Gary L. Disbrow Ph.D.

Deputy Assistant Secretary

Director, Medical Countermeasure Programs
Biomedical Advanced Research and Development Authority
BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G
Washington, D.C. 20201

Office: 202-260-0899

Mobilef/r\iey |

Fax: 202-205-0873

email: Gary.Disbrow@HHS.gov

Legally Privileged - This e-mail transmission and any documents attached to it may contain information
that is legally privileged. If yau are not the intended recipient, aor a persan responsible far delivering this
transmission ta the intended recipient, yau ore hereby natified that any disclosure, copying, distribution,
or use of this transmissian is strictly prohibited. If you have received this transmission in error, please
immediately notify the sender and destroy the original transmission, attachments, and destroy any hard
copies.

Nate to contractors: nothing in this e-mail is intended to constitute contractual direction or to impact
cost, price, or schedule contained in the contract. If the contractor believes there is an impact, the
contractor must disregard that portion of the communication and contact the Contracting Officer
for direction
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From: Disbrow, Gary (OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>
Sent: Sunday, April 5, 2020 4:04 AM

To: KiTracey@northwell.edu; 513} |

Cc: Disbrow, Gary (OS/ASPR/BARDA) <Gary.Dishrow@hhs.gov>
Subject: COMMERCIAL CONFIDENTIAL INFORMATION

Dr. Malone,

In your submission, please provide references that would indicated famotidine as a potential
therapeutic for COVID19. Everyone understands it is a H2 blocker and can be provided to individuals
with anaphylaxis in combination with epinephrine but alone is not sufficient for airway/lung
improvement. Simple explanation and reference would assist in the review. Please let me know when
you have submitted as this has been identified as a priority by the ASPR.

This email does not indicate a decision on potential funding.
Regards
Gary

Gary L. Disbrow Ph.D.

Deputy Assistant Secretary

Director, Medical Countermeasure Programs
Biomedical Advanced Research and Development Authority
BARDA

Assistant Secretary for Preparedness and Response ASPR
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G
Washington, D.C. 20201

Office: 202-260-0899

Mobilel/h\(AY |

Fax: 202-205-0873

email: Gary.Disbrow@HHS.gov

Legally Privileged - This e-muaif transmission and any documents attached to it maoy contain information
that is legally privileged. If yau are not the intended recipient, or o person responsible for delivering this
transmission to the intended recipient, you are hereby notified that any disclosure, copying, distribution,
or use of this transmission is strictly prohibited. If you have received this transmission in error, please
immediately notify the sender and destroy the original transmission, attachments, and destroy any hard
copies.

Note to contractors: nothing in this e-mail is intended to constitute contractual direction or to impact
cost, price, or scheduie contained in the contract. If the contractor believes there is an impact, the
contractor must disregard that portion of the communication and contact the Contracting Officer
for direction
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Sender:

Recipient:

Sent Date:
Delivered Date:

Disbrow, Gary (OS/ASPR/BARDA)} /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=0FD5845DEFDA4DCOBB45FBFAC629CF09-DISBROW, GA
<Gary.Disbrow@hhs.gov>

Walker, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7a02e128c60f4a7195532a1545af%9556-Walker, Rob
<Robert.Walker@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45fBfact29cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Bright, Rick (OS/ASPR/BARDA) /o=ExchangelLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

2020/04/05 07:56:50
2020/04/05 07:56:51
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From:

To:

CcC:

Subject:
Date:
Priority:
Type:

Good marning Rick,

FDA is willing to write the EUA. However there must be a Sponsor who requests the EUA from FDA. |

Faison, Tremel (OS/ASPR/BARDA) fO=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF235PDLT)/CN=RECIPIENTS/CN=2BBABOBCEB1342FBBEDBBCC94DEEBBOF-FAISON, TRE
<Tremel.Faison@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>;

Lambert, Linda (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=ce6824b6a92a4a4e893ea7b54el7eb3c-Lambert, Li
<Linda.Lambert@hhs.gov>

Walker, Robert (OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7a02e128c60f4a7195532a1545ar9556-Walker, Rob
<Robert.Walker@hhs.gov>

RE: Nationwide Access Plan
2020/03/26 09:07:47
Normal

Note

contacted FDA OCET to confirm this.

So, BARDA will be the sponsor of this EUA?

Tremel

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Thursday, March 26, 2020 8:57 AM

To: Lambert, Linda (OS/ASPR/BARDA) <Linda.Llambert@hhs.gov>

Cc: Walker, Robert (OS/ASPR/BARDA) <Robert.Walker@hhs.gov>; Faison, Tremel (OS/ASPR/BARDA)
<Tremel.Faison@hhs.gov>

Subject: Re: Nationwide Access Plan

See highlighted section below. The said no. The SNS should be the one to distribute the drug.

Please feel free to engage the partners for clarification.

From: Linda Lambert <Linda.Lambert@hhs.gov>

Date: Thursday, March 26, 2020 at 8:32 AM

To: "Bright, Rick (OS/ASPR/BARDA)" <Rick.Bright@hhs.gov>

Cc: Robert Walker <Robert.Walker@hhs.gov>, Tremel Faison <Tremel.Faison@hhs.gov>
Subject: Re: Nationwide Access Plan

Got it Rick.
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Did you talk with CDC about their willingness to sponsor the EUA?
We can use PPD for support but critical to know if CDC will sponsor?

Sent from my iPhone

On Mar 26, 2020, at 8:06 AM, Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>wrote:

Bob and Linda, | realize this is a tiger, please reduce this group as you find necessary,
manageable size to move this forward, but keep every agency and group represented
throughout the process.

Linda, you are the DAS level in the lead, please feel empowered to execute this action.

Bob, it is critical to have a group meeting today to align the SNS and Hamel on the supply
portion of this trial. SNS will be responsible for receiving the drug and distribution perhaps? Or
will the drug go to your CRO and they manage the distribution?

CDC — Shuchat has said they will not write EUA, but | think FDA is writing EUA. CDC says they
failed to manage the prior EUA and has no ability or expertise to do so. Suggested that the CRO
do this part. They can make available some CDC staff from the peramivir experience to assist in
the planning stage to contribute lessons learned.

Can PPD take this on if FDA write EUA and SNS receives and distributes the drug?

IT IS CRITICAL THAT EVERY STEP IS PLANNED IN FULL PARTICIPATION AND VISIBILTY OF EACH OF
THE INTERAGENCY COLLEAGUES AND PARTNERS. While many are trying to wash their hands of
this, we do not want any to say they were unaware and did not have a chance for input,
feedback, pushback, etc. Please get concurrence from their highest level representative. Linda,
please ensure this happens.

Thank you both and your teams for so much hard work and leadership. Rick

From: Joseph Hamel <Joseph.Hamel@hhs.gov>

Date: Thursday, March 26, 2020 at 7:53 AM

To: "Amin, Stacy (FDA/OC)" <Stacy. Amin@fda.hhs.gov>

Cc: "Bright, Rick (OS/ASPR/BARDA)" <Rick.Bright@hhs.gov>, Robert Walker
<Robert.Walker@hhs.gov>, Tremel Faison <Tremel.Faison@hhs.gov>, "Farley, John
(FDA/CDER)" <John.Farley@fda.hhs.gov>, Linda Lambert <Linda.Lambert@hhs.gov>, Christine
Oshansky <Christine.Oshansky@hhs.gov>, Gary Disbrow <Gary.Disbrow@hhs.gov>, Hilary
Marston <hilary.marston@nih.gov>, Cliff Lane <clane@niaid.nih.gov>, Anita Patel
<bopl@cdc.gov>, Timothy Uyeki <tmul0@cdc.gov>, "Hepburn, Matthew | CIV USARMY DOD
JPEO CBRND (USA)" 4(b)(6) b, Debra Birnkrant
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<Debra.Birnkrant@fda.hhs.gov>, John Beigel <jbeigel@niaid.nih.gov>, Elizabeth Higgs
<ehiggs@niaid.nih.gov>, "Sherman, Susan (HHS/OGC)" <Susan.Sherman@HHS.GOV>, "Harper,
Victor (OS/ASPR/ORM)" <Victor.Harper@hhs.gov>, "Adams, Steven A. (ASPR/SNS)"
<saal@cdc.gov>, Janet Woodcock <Janet. Woodcock@fda.hhs.gov>, Robert Johnson
<Robert.Johnson@hhs.gov>, "Guram, leet (FDA/OC)" <Jeet.Guram@fda.hhs.gov>, "Franklin,
Joseph (FDA/OC)" <Joseph.Franklin@fda.hhs.gov>, "Charrow, Robert (HHS/OGC)"
<Robert.Charrow@hhs.gov>

Subject: Re: Nationwide Access Plan

That is consistent. We should also all talk about patient access and our consolidated strategy to
meet surge demands. Thank you for starting this topic!

Strategic Innovation and Emerging Technology Manager
Assistant Secretary for Preparedness and Response
Office: 202-969-3852

Cell: [(b)(6) |

On Mar 25, 2020, at 10:06 PM, Amin, Stacy <5tacy. Amin@fda.hhs.gov>wrote:;

Renaming this email thread since we are no longer talking about an IND.

FDA needs to please have Jeet Guram and Joe Franklin added to all calls and emails about chloroquine
and hydroxychloroguine. They will loop the appropriate FDA folks.

We have an urgent question. CDER is working on an EUA for the Bayer chloroquine donation that will
take several days to complete. FDA is not currently planning to work on the Sandoz hydroxychloroguine
EUA until after the Bayer EUA. Is that consistent with ASPR’s needs?

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Wednesday, March 25, 2020 6:00 PM

To: Amin, Stacy <Stacy. Amin@fda.hhs.gov>; Walker, Robert {0S) <Robert. Walker@hhs.gov>; Faison,
Tremel (QS) <Tremel.Faison@hhs.gov>; Farley, John <lohn.Farley@fda.hhs.gov>; Lambert, Linda (OS)
<Linda.Lambert@hhs.gov>; Oshansky, Christine (0S) <Christine.Oshansky@hhs.gov>; Disbrow, Gary (0OS)
<Gary.Disbrow@hhs.gov>; Marston, Hilary D {(NIH) <hilary.marston@nih.gov>; Lane, Henry C (NIH)
<clane@niaid.nih.gov>; Patel, Anita (CDC) <bopl@cdc.gov>; Uyeki, Timothy M (CDC) <tmu0@cdc.gov>;
Hepburn, Matthew J CIV USARMY DOD JPEO CBRND (USA} 4(h\(A) p;
Birnkrant, Debra B <Debra.Birnkrant@fda.hhs.gov>; Beigel, John H (NIH) <ibeigel@niaid.nih.gov>; Higgs,
Elizabeth S {NIH) <ehiggs@niaid.nih.gov>; Sherman, Susan (OS] <Susan.Sherman@HHS.GOV>; Harper,
Victar G (0OS) <Victor.Harper@hhs.gov>; Adams, Steven A (CDC) <saal @cdc.gov>; Woodcock, Janet
<Janet.Woodcock@fda.hhs.gov>; Johnson, Robert (OS) <Robert.Johnson@hhs.gov>; Hamel, Joseph (O5)
<Joseph.Hamel@hhs.gov>

Subject: Re: URGENT Questions on planned study
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Apologies for the resend, | accidentally omitted loe Hamel. He has a critical role. Thanks. Rick

FOUQ, Confidential, Pre-Decisional

Dear All,

| am following up on our HHS task of implementing a “nationwide access plan” for
chloroguine and/or hydroxychloroquine. This project has been discussed in multiple
settings with multiple members of the larger group. As we proceed towards
implementation, it is critical to keep the full agency visibility on the project to ensure
each plays a role in execution. | have included HHS, ASPR/IO, ASPR SNS, NIH/NIAID, CDC,
ASPR/BARDA, FDA/QGC, FDA/OC, FDA/CDER, HHS/OGC, The distribution above can be
reduced to the single agency representative once all roles are finalized.

We learned today from our FDA colleagues that plans are progressing quickly to move
forward with an EUA (not an IND}. The FDA will write the EUA(s). The following specific
items will need to be fully understood and appropriate actions taken by our agency
teams as indicated. Please update any errors or incorrect assumptions.

First, question (focus on hydroxychloroquine only or also include chloroguine)?

Chloroquine (Bayer donation)

The current plan is to make chloroguine available under an Emergency Use
Authorization.

The indicated population remains to be determined. The MCM Task Force clinical trial
working group will provide input into that decision.

As has historically been the HHS approach for EUAs, CDC will lead for implementation of
the EUA effort and distribution of product in collaboration with SNS.

This will be an initial small-scale roll-out/pilot as discussed on the interagency call on
March 23rd, in a limited number of locations.

All questions about drug supply and other product specific concerns are directed to Joe
Hamel in the ASPR Immediate Office.

All product will be received, stored and distributed by the ASPR/SNS.

Hydroxychlorogquine (Sandoz/Novartis donation)

FDA is actively considering making hydroxychloroquine available under an EUA.
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« To better inform this decision, information is needed by FDA about drug supply to
ensure that appropriate doses are set aside for clinical trials.

» As above, should the final decision of the HHS be to proceed with an EUA, the

interagency team will look to CDC to lead the EUA implementation in collaboration with
SNS,

» All questions about drug supply and other product specific concerns are directed to Joe
Hamel in the ASPR Immediate Office.

All product will be received, stored and distributed by the ASPR/SNS.

ORACLE: We need to understand the full scope and nature of the Oracle donation and
have a POC at Oracle to coordinate this portion of the plan. Who has been the HHS POC
for Oracle to date?

Donations: Are all donations complete? Oracie? Bayer? Sandoz/Novartis?

« Dr. Bob Walker in BARDA is coordinating the group.

Thank you all for your critical and urgent contributions to these collaborative efforts.

Rick

From: "Bright, Rick (OS/ASPR/BARDA)" <Rick.Bright@hhs.gov>

Date: Monday, March 23, 2020 at 9:09 PM

To: "Amin, Stacy (FDA/OC)" <Stacy.Amin@fda.hhs.gov>

Cc: Janet Woodcock <Janet.Woodcock@fda.hhs.gov>, Robert Johnson
<Robert.Johnson@hhs.gov>, Robert Walker <Robert.Walker@hhs.gov>, Tremel Faison
<Tremel.Faison@hhs.gov>, "Farley, John (FDA/CDER)" <John.Farley@fda.hhs.gov>, Linda
Lambert <Linda.Lambert@hhs.gov>, Christine Oshansky <Christine.Oshansky@hhs.gov>, Gary
Disbrow <Gary.Disbrow@hhs.gov>, Hilary Marston <hilary.marston@nih.gov>, Cliff Lane
<clane@niaid.nih.gov>, Anita Patel <bopl@cdc.gov>, Timothy Uyeki <tmu0@cdc.gov>,
"Hepburn, Matthew } CIV USARMY DOD JPEO CBRND (USA)"

{6\6) | Debra Birnkrant <Debra.Birnkrant@fda.hhs.gov>, John
Beigel <jbeigel@niaid.nih.gov>, Elizabeth Higgs <ehiggs@niaid.nih.gov>, "Sherman, Susan
(HHS/OGC)" <Susan.Sherman@HHS.GOV>

Subject: URGENT Questions on planned study

Hi Stacy,

| hope that you are doing well, given the extremely busy pace that everyone is working. | hope
that you are able to assist us with an urgent matter.
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HHS has been tasked to conduct what we understand to be a nationwide emergency access IND
for Chloroguine or hydroxychloroquine. The HHS COVID19 clinical and regulatory teams
urgently need to talk with you to understand the information that you have about this study
and a potential combination with an experimental database system from Oracle.

The details available enable us to proceed are very sketchy and the directive is to move
quickly. We understand that you might have helpful information from various conversations
you have had with Oracle, the drug supplier and other entities planning the trial. In order to
coordinate this USG/HHS-lead study, it will be very helpful if you can update us on any
background information, either by email or a conference call.

Dr. Bob Walker is copied with the HHS team above. He can assist in coordinating a call at your
earliest convenience.

Thank you for taking the time to assist in clarifying this task and a path forward.

Rick

Rick A. Bright, PhD

Director, BARDA

Deputy Assistant Secretary for Preparedness and Response
Office of the Assistant Secretary for Preparedness and Response
US Department of Health and Human Services

Faison, Tramel (OS/ASPR/BARDA) /O=EXCHANGELABS/CU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=2BBABOBCEB1342FBBEDBBCCO4DEEBBOF-FAISON, TRE
<Tremel.Faison@hhs.gov>

Bright, Rick (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric

<Rick.Bright@hhs.gov>;

Lambert, Linda (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF235PDLT)/cn=Recipients/cn=ce6824b6a92a4a4e893ea7b54e17eb3c-Lambert, Li

<Linda.Lambert@hhs.gov>;

Walker, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=7a02e128¢60f4a7195532a1545af9556-Walker, Rob

<Robert.Walker@hhs.gov>

Sent Date: 2020/03/26 09:06:52
Delivered Date: 2020/03/26 09:07:47

Message Flags: Unread
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From:

To:

Subject:
Date:
Priority:
Type:

No problem.

Bartrum, John (OS/ASPR) (CTR) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=FB2{(9052221421CBD5B7FD480F25BBE-BARTRUM, 1O
<John.Bartrum®@hhs.gov>

Bright, Rick (OS/ASPFR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d35-Bright, Ric
<Rick.Bright@hhs.gov>

RE: Letter to FDA to request EUA for chioroquine and hydroxycloroquine - for signature
2020/03/28 20:35:51

Normal

Note

| am glad Joe saw the item.

| sent Bob a note asking to standby. He just departed so may well be driving home. | think Joe and you
team are about final. Thus, | told them once they agree to send to Bab.

John

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Saturday, March 28, 2020 8:29 PM

To: Bartrum, John (OS/ASPR) (CTR) <Jahn.Bartrum@hhs.gov>

Subject: Re: Letter to FDA to request EUA for chloroguine and hydroxycloroguine - for signature

Thank you John. Glad you caught it. [ knew the right thing to do was get final eyes on this before

ASPR approved.

When you get it back please let him know they are hoping it gets approved and signed tonight.
We are on standby. Many thanks sir. Rick.

On Mar 28, 2020, at 8:26 PM, Bartrum, John (OS/ASPR) (CTR)
<John.Barirum{hhs.pov>wrote:

Tremel &Joe —when you have the package coardinated and final — please resend as requested.

Thanks — John

Note — | dropped off Dr. Kadlec until it is completed and ready for his review.

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>
Sent: Saturday, March 28, 2020 8:14 PM
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To: Bartrum, John (OS/ASPR) (CTR) <John.Bartrum@hhs.gov>

Cc: Kadlec, Robert (OS/ASPR/10) <Robert.Kadlec@hhs.gov>; Shuy, Bryan (OS/ASPR/IOQ)
<Bryan.Shuy@hhs.gov>; Hamel, Joseph (OS/ASPR/IO) <Joseph.Hamel@hhs.gov>; Hayes, Jonathan
{OS/ASPR/10) <Jonathan.Hayes@hhs.gov>; Faison, Tremel (OS/ASPR/BARDA)
<Tremel.Faison@hhs.gov>; Lambert, Linda (OS/ASPR/BARDA) <Linda.Lambert@hhs.gov>; Sherman,
Susan (HHS/OGC) <Susan.Sherman@HHS.GOV>

Subject: Re: Letter to FDA to reguest EUA for chloroguine and hydroxycloroguine - for signature

John, I’'m connecting you and Joe to Tremel and Linda who’ve worked on the document and
Susan who’s reviewing for legal.

Please work with them to address any questions.

Thanks. Rick.

On Mar 28, 2020, at 8:09 PM, Bartrum, John (OS/ASPR) (CTR)
<John.Bartrum{@hhs. gcov>wrote:

Rick,

My understanding is this document may not include a couple key edits requested by Joe that may
impact our procurement option.

Please work with Joe to resolve and send a summary the changes with the revised document for Dr.
Kadlec's review.

Thanks,
lohn

John J. Bartrum, BG, USAF, MSC
COVID-19 ESF-8 (Med) Deputy Commander

Rm 8NW-2007, Cell[5)(6) |

From: Rick Bright <Rick.Bright@hhs.gov>

Sent: Saturday, March 28, 2020 7:43 PM

To: Kadlec, Robert (OS/ASPR/10) <Robert.Kadlec@hhs.gov>

Cc: Yeskey, Kevin (OS/ASPR/I10) <Kevin.Yeskey@hhs.gov>; Lambert, Linda (OS/ASPR/BARDA)
<linda.Lambert@hhs.gov>; Shuy, Bryan (OS/ASPR/IO) <Bryan.Shuy@hhs.gov>; Faison, Tremel
(OS/ASPR/BARDA) <Tremel.Faison@hhs.gov>; Disbrow, Gary (OS/ASPR/BARDA)

<Gary.Dishrow@ hhs.gov>; Johnson, Robert (0OS/ASPR/BARDA) <Robert.Johnson@hhs.gov>; Redd, tohn
(OS/ASPR/SPPR) <John.Redd@hhs.gov>; Hamel, Joseph (OS/ASPR/IO) <Joseph.Hamel@hhs.gov>;
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Harper, Victor (QS/ASPR/ORM) <Victor.Harper@hhs.gov>; Bartrum, John (OS/ASPR) (CTR)
<lohn.Bartrum@hhs.gov>; Sherman, Susan (HHS/OGC) <Susan.Sherman@HHS.GOV>
Subject: Re: Letter to FDA to request EUA for chloroquine and hydroxycloraquine - for signature

Dr. Kadlec,

As directed by the department, HHS agencies CDC, ASPR, FDA, BARDA, and NIH have
worked rapidly to develop an EUA protocol for hydroxychloroquine and chloroquine per the
direction.

The attached letter has been drafted by HHS and OGC and is ready for signature and
transmission.

[ seek your final review and concurrence to sign and submit. Once received, this will be
transmitted to FDA and they will submit a response letter.

[ await your concurrence to proceed.

Thank you. Rick

On Mar 28, 2020, at 7:31 PM, Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.cov>wrote:

Dear Rick,

Attached is the EUA request letter for the EUA. FDA will review and issue a letter of acceptance for the

EUA.

The request for emergency use of chloroquine and hydroxychloroquine is based on
collaborative, USG-interagency effort to rapidly respond to this continuously evolving public
health emergency.

Please review, sign and send to Tremel Faison who will transmit this to the FDA.

Thank you,

Linda

Linda C. Lambert, PhD

Director, Medical Countermeasures Program Support Services
Biomedical Advanced Research and Development Authority (BARDA)
Assistant Secretary for Preparedness and Response (ASPR)
Department of Health and Human Services

330 Independence Avenue, S.W. Room 640 G

Washington, D.C. 20201
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Office: 202-260-1200
Mobile:

email: Linda.Lambert@hhs.gov

Legally Privileged - This e-mail transmissien and any documents ottached to it may cantain informatian that is
legally privileged. If you ore not the intended recipient, ar a person respansible for delivering this transmissian to
the intended recipient, yau are hereby natified that any disclosure, copying, distributian, or use of this transmission
is strictly prohibited. If you have received this transmission in error, please immediately notify the sender and
destroy the original

, ottachments, and destray any hard capies.

Note to contractors: nothing in this e-moil is intended to constitute contractuol directian or to impoct cost, price, or
schedule contained in the contract. If the contractor believes there is an impact, the contractor must disregard that
portion of the communication and contact the Contracting Officer for direction.

<CQ and HCQ Emergency Use Request Letter request to FDA_final.pdf>

Bartrum, John (OS/ASPR) (CTR)} /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=FB2CC9052221421CBDSB7FD480F25BBE-BARTRUM, JO
<John.Bartrum@hhs.gov:>

Bright, Rick {OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
Recipient: (FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

Sent Date: 2020/03/28 20:35:50
Delivered Date: 2020/03/28 20:35:51
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Organization Name

Project Name

U//FOUD - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104

BARDA COVID-19 Acquisitions Report - Brief Report - Active

Product
Category

Acquisition Vehicle

Obligated Amount

Date of

Action
b 4

2020-04-20 9:09:54 -04:00
Last Refreshed

Award or Project A
Reprogramming Status

(B)(4),

(B)(5)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104 2020-04-20 9:09:54 -04:00

BARDA COVID-19 Acquisitions Report - Brief Report - Pending Last Refreshed

Organization Name Project Name Product Acquisition Vehicle = Obligated Amount Date of Award or Project A

Category Action Reprogramming Status
.

(b)(4), (bL)S)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104

BARDA COVID-19 Acquisitions Report - Obligated and Active

2020-04-20 9:09:54 -04:00
Last Refreshed

b)(4). (B)(3)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104

BARDA COVID-19 Acquisitions Report - Appropriation vs Obligation

2020-04-20 9:09:54 -04:00
Last Refreshed

(b)(4); (b)(S)
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U//FOUO - FOR OFFICIAL USE ONLY - DO NOT DISTRIBUTE
Procurement and Source Selection Information - See FAR 2.101&3.104 2020-04-20 9:09:54 -04:00

BARDA COVID-19 Acquisitions Report - Location Information Last Refreshed

Organization Name Project Name Product Obligated Amount Date of State/  Country A

Category Action Province

(b)(4); (B)(5)
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PREP VS PEP USES

- Post exposure prophylaxis (PEP) is for health care workers with
a documented unprotected exposure, either due to ineffective triage
of a suspect case or lack of proper PPE. It is also a strategy for
family members care for an index case in a home setting to prevent
spread

- it requires high initial dosing to achieve protective drug levels,
and sustained doing only through the incubation period
of 14 days

-- Pre-exposure prophylaxis (PrEP) is only for health care workers
likely to be exposed but for whom PPE is not likely available or
inadequate for protection

- not quite the same urgency to get to therapeutic levels, so
tolerability is primary focus

- delivered during the entire period at risk (studies are
targeting 90 days)

CcCOVID-19
PreP vs PEP

PrEF stands for pre-
exposure prophylaxis

WHAT IS IT?

PrEP is taken daily or
weekly, depending on
the medicine, before
COVID-13 exposure

WHEN 15 IT TAKEN?

PrEP is for people wha
don't have COVID-18
but are at higher risk
of getting COVID-19
such as health care warkers

WHO IS IT FOR?

Studies are being established
to investigate the
effectiveness of PrEF
for COVID-19

HOW EFFECTIVE
15172

Ask your health care provider

for advice on eligibility for

COVID-19 PrEF clinical HOW DO YOU
trials. If appropriate, BETIFE
have them contact the PrEP

study hotline at xo-xxx-x00:.

PEF stands for post-
exposure prophylaxis

In emergency
situations, PEF is taken
within 96 hours afier
COVID-19 exposure and
for 2 weeks in duration

PEF is for people who
have been exposed to
someane who has been
confirmed to have
CoviD-19

Studies are being
established to investigate
the effectivess of PEF for
COVID-19. Starting PEP
as sonn as practical gives
it the best chance of
working.

Ask your health care
provider for advice on
eligibility for COVID-19
PEP clinical trials. If
appropriate, have them
contact the PEP study
hotline at xoox-xx-xxxx.
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B REPURPOSED DRUGS DISCUSSED FOR SARS-COV-2
HEALTH CARE WORKER PROPHYLAXIS

1. Options: Chloroquine and Hydroxychloroquine
a) Based off malaria chemoprophylaxis and chronic antirheumatic uses
b) Dosing ranges
i.  High: loading dose followed by daily dosing for 3 months
ii. Mid: loading dose foliowed by bi weekly dosing for 3 months
lii. Low: loading dose followed by weekly dosing for 3 months

2. Lopinavir/ritonavir:
a) Based off use in HIV ART
b) Dosing ranges:
i.  High: 800/200mg given twice daily for 3 months
ii.  Low: 800/200mg given daily for 3 months

2
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B POST-EXPOSURE PROPHYLAXIS (PEP)




PEP STUDY: UW (BMGF)

A randomized, single-blind study of tolerability, safety and preventive efficacy of post exposure
prophylaxis in adults exposed to COVID-19

PI: Ruanne Barnabas, UW To determine the efficacy of hydroxychloroquine administered at the accepted

Multicenter: Yes dosing schedules to prevent incident SARS-CoV-2 infection among close adult

Locations: UW, NYU, 2 others in US contacts of the confirmed index persons with COVID-19

Status: March 17, 2020 Study Synopsis

In IRB review Design: A single blind randomized by household1:1 to receive hydroxychloroguine versus
ascorbic acid

Start Date: 24 March 2020 Study Size: 2000 adults; assume 6% attack rate and 50% protection

End date: ~3 months Study Population: Men and women aged 18-80 years without signs or symptoms of

COVID-19 disease who have been exposed to a person with SARS-CoV-2 infection with 4
Funding/ Next Steps days. HCW and family members.

COVID-19 Therapeutics Accelerator, | | Study Drug: Hydroxychloroquine (400 mg orally daily for three days, then 200 mg orally
grant in process daily for an additional 11 days, to complete 14 days) versus ascorbic acid given on same
schedule.

Primary outcome: PCR-confirmed SARS-CoV-2 infection from self-collected samples
collected daily at baseline and through 14 days and again 1 week later.

Inclusion: Male or female >18 and < 80 yrs with potential exposure to COVID-19 (health worker, family member)

Platform protocol to allow testing of Exclusions: Hypersensitivity to CQ, potential DDi; potential QCt elongation

alternate agents

4
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PEP STUDY: BARCELONA, SPAIN

Treatment of non-severe confirmed cases of COVID-19 and chemoprophylaxis of their contacts as
prevention strategy: a Cluster Randomized Clinical Trial (PEP CoV-2 Study)

S e S e

Pl: Oriol Mitja, Associate Professor « To evaluate the effectiveness to reduce transmissibility and disease progression of
Infectious Diseases and Global Health antiviral treatment of all who are found to be infected and chemoprophylaxis of close
Hospital contacts assessed by secondary attack rate of COVID-19 among contacts in the
Universitari Germans Trias | Pujol, control and experimental arm.

Badalona, Barcelona, Spain
Multicenter:No _ Design: Community based targeted screening and treatment — interventional randomized
Location(s): Catalonia, Spain open label clinical trial. Randomized by household to receive drug or SOC.

Status: ongoing; v11 Study Size: 190 Covid-19 Cases (95 per arm) and 2850 contacts (15 per index case)

Start Date: March 16, 2020 Study Population: Confirmed non-severe case of Covid-19 (index) and 15 contacts

End date: April 30, 2020 Study Drug:

«  Index - Darunavir 800 mg/cobicistat 150 mg tablets (oral, 1 tablet everyday for 7 days
Local funding | and hydroxychloroquine 800 mg (620 mg base) followed by 400 mg at 24 hours, 48
Seeking EU funders for more sites hours, 72 hours.

» Contacts - Hydroxychloroquine 800 mg (620 mg base) followed by 400 mg at 24
hours, 48 hours, 72 hours.
Primary Outcome: Index - throat swabs at 3 days and symptom diaries for 14 days;
S : Contacts: Symptom diaries for 14 days.
ClinicalTrials: NCT04304053 Inclusions: Index, PCR-confirmed with mild respiratory symptoms, male or female > 18 yrs, females pregnancy test
Full prOtOCOI here negative and willing to use contraception during study, able to take oral drugs..
Exclusions: Critically ill patients, HIV, respiratory distress, requires dialysis, history of cardiac arrhythmia, pregnant
females, taking other drugs likely to interfere.
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- PEP STUDY: UNIVERSITY OF MINNESOTA

Post-exposure Prophylaxis for SARS-Coronavirus-2: A Pragmatic Randomized Clinical Trial

Cowwary  fSudyme

Pl: David R Boulware MD, MPH To test if post-exposure prophylaxis with hydroxychloroquine can prevent
Department of Medicine, University of progression development of symptomatic COVID19 disease after known
Minnesota exposure to the SARS-CoV?2 virus.

Multicenter: No = Number of participants at 14 days post enroliment with active COVID19 disease.

Location: Online, all US Study Synopsis

Status: ongoing as of 17 March Fesugtp: tRargotmtzed 1‘&1 online, Quadruple masked (Participant, Care Provider,
Start Date: March 17, 2020 nvestigator, Qutcomes Assessor)

E Study Size: 1500
End date: May 2021 Study Population: Health care or household contacts exposed to COVID-19 within less

than 3 days

Funding/ Next Steps Study Drug: Hydroxychloroquine, 200mg tablet; 800 mg orally once, followed in 6 to 8
hours by 600 mg, then 600mg once a day for 6 consecutive days, or placebo (vitamin) 4
placebo tablets once, followed in 6 to 8 hours by 3 tablets, then 3 tablets once-a-day for 6
consecutive days.

Outcome Measures: Self-reporting; incidence of disease; severity score

State/Local funding

Inclusion: Healthy adults > 18 yrs old with exposure within 3 days

= Exclusions: Cold or flu symptoms; allergy to CQ; Potential DDi
ClinTrials: NCT0430866

6
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B PRE-EXPOSURE PROPHYLAXIS (PEP)




PREP STUDY- MORU, SE ASIA

Chloroquine prevention of coronavirus disease (COVID-19) in the healthcare setting; a
randomised, placebo-controlled prophylaxis study (COPCOV)

PI: Prof Nick Day and Prof Nick White = To determine if chloroquine prophylaxis prevents symptomatic COVID-19
Mabhidol Oxford Tropical Medicine infection in health care workers or other groups at high risk.
Research Unit, Bangkok, Thailand - To determine if chloroquine prophylaxis attenuates COVID-19 infections.

Sponsor: University of Oxford

Multicenter: Yes Study Synopsis

Locations: Thailand, Laos, Myanmar, Design: The study is a double-blind, randomised, placebo-controlled trial that will be

Snaneie, Viet Wam, Ingla conducted in healthcare settings. They will be randomised to receive either chloroquine or

Date: March 11, 2020 v1 taste masked placebo (1:1 randomisation).

Start Date: TBD _ Study Size: 10,000 total participants (200 subjects in 50 sites each)

Eng gate: ~12 montng duration Study Population: Healthcare workers, those working frontline (patient contact) in
healthcare facilities, and other high-risk groups. Adults (exact age is dependent on

COVID-19 Therapeutics Accelerator, countries)

grant in process Study Drug: A loading dose of 10 mg base/kg (620mg (4x155mgq) for a 60kg subject)

Other funders? DOT, followed by 155mg daily (250mg chloroquine phosphate salt) will be taken for 3

months or until they are diagnosed with COVID-19.
Outcome Measure: PCR-confirmed COVID-19 iliness and severity score. Twice daily
electronic reporting of temperature and symptoms, and once monthly health care visit.

Full protocol & synopsis here

Inclusions: Adult healthcare worker, > 16 yrs old; have internet enabled smartphone.
Exclusions: Hypersensitivity or contraindication to CQ, OH-CQ:; taking drug with known DDi; retinal disease; QTc
elongation (no EEG)
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PREP STUDY: AUSTRALIAN DEFENSE FORCE

Multi-Site, Randomized, Open-Label, Parallel-Group, Active-Controlled Study to Assess the
Chemoprophylactic Safety and Efficacy of Chloroquine Against SARS-COV-2 in ADF Personnel at High-Risk of
Exposure

[t T

PI: Major Scott Hahn PhD, MBBS To determine whether chloroquine chemoprophylaxis is effective in reducing
ADFMIDI the incidence of days off work due to Acute Respiratory lliness (ARI) in adults
Gallipoli Barracks at high risk of SARS-COV-2 exposure.

Enoggera, QLD 4051, Australia

Multicenter: Yes Study Synopsis

Locations: ADF Health Units, Australia | [ pesign: Randomized, open label, parallel-group active controlled

Date: March 9, 2020 v1 Study Size: 680 adults

Start Date: TBD Study Population: Healthy, adult volunteers who are members of the ADF and are at high

End date: TBD risk of SARS-COV-2 infection. The study will be run over a single phase in two parts.

Study Drug: The dose to be administered orally is 500 mg chloroguine (2 x 250 mg
tablets) per day for three total consecutive days (loading doses), followed by another
_ 500 mg dose once per week for the following 10 weeks (beginning post-loading dose
Australian govt Day 5). The placebo (Vit C) group will receive 1 g (2 x 500 mg tablets) per day for three

consecutive days, followed by another 1 g dose once per week for the following 10 weeks
(beginning post-loading dose Day 5).
Primary endpoints: PCR-confirmed COVID-19 iliness. Temperature recorded twice per

day and any symptoms or days off from work on smartphone app, weekly visits.
Full protocol here

ADFMIDI-2020-01 Inclusion: At risk for exposure to Covid-19
Exclusions: Allery or potential DDi with either drug.
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From:

To:

cC:

Subject:
Date:
Priority:
Type:

Walker, Robert (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP

(FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=7A02E12BC60F4A7195532A1545AF9556-WALKER, ROB

<Robert.Walker@hhs.gov>

Blatner, Gretta (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=623cb123c2324236b1db6fb9153e0bbf-Blatner, Gr
<Gretta.Blatner@hhs.gov>,

Lambert, Linda (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=ce6824b6a92a4a4e893ea7b54el7eh3c-Lambert, Li
<Linda.Lambert@hhs.gov>;

Johnson, Robert {OS/ASPR/BARDA) /o=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>;

Faison, Tremel (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2bbab0bceb1342fbbedbbcci4deebB0f-Faison, Tre
<Tremel.Faison@hhs.gov>;

Oshansky, Christine (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=d7bd764440b44b06af644cdcd22e42d6-Oshansky, C
<Christine.Oshansky@hhs.gov>;

Houchens, Christopher (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7ac94a574bd04528b7c81bbd61893975-Houchens, C
<Christopher.Houchens@hhs.gov>

Disbrow, Gary (OS/ASPR/BARDA) /o=ExchangelLabs/ocu=Exchange Administrative Group
(FYDIBOHF23SFPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.goy>;

Bright, Rick (O5/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov=>

RE: FOR REVIEW: Policy Options for Release of SNS-Held Chloroquine and Hydroxychloroquine
2020/04/08 16:12:17
Normal

Note

One comment from me, Gretta

Bob

From: Blatner, Gretta (OS/ASPR/BARDA) <Gretta.Blatner@hhs.gov>
Sent: Wednesday, April 8, 2020 12:06 PM

To: Walker, Robert (OS/ASPR/BARDA) <Robert.Walker@hhs.gov>; Lambert, Linda {OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>; Johnson, Robert {OS/ASPR/BARDA) <Robert.Johnson@hhs.gov>; Faison,

Tremel (OS/ASPR/BARDA) <Tremel.Faison@hhs.gov>; Oshansky, Christine (OS/ASPR/BARDA)
<Christine.Oshansky @hhs.gov>; Houchens, Christopher (OS/ASPR/BARDA)
<Christopher.Houchens@hhs.gov>

Cc: Disbrow, Gary (OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>; Bright, Rick (0S/ASPR/BARDA)
<Rick.Bright@hhs.gov>

Subject: FW: FOR REVIEW: Policy Options for Release of SNS-Held Chloroquine and Hydroxychlorogquine

Hi All,

2nd Interim Response 121


mailto:Rick.Bright@hhs.gov
mailto:Gary.Disbrow@hhs.gov
mailto:Christopher.Houchens@hhs.gov
mailto:Christine.Oshansky@hhs.gov
mailto:Tremel.Faison@hhs.gov
mailto:Robert.Johnson@hhs.gov
mailto:Linda.Lambert@hhs.gov
mailto:Robert.Walker@hhs.gov
mailto:Gretta.Blatner@hhs.gov
mailto:Rick.Bright@hhs.gov
mailto:Gary.Disbrow@hhs.gov
mailto:Christopher.Houchens@hhs.gov
mailto:Christine.Oshansky@hhs.gov
mailto:Tremel.Faison@hhs.gov
mailto:Robert.Johnson@hhs.gov
mailto:Linda.Lambert@hhs.gov
mailto:Blatner@hhs.gov
mailto:Robert.Walker@hhs.gov

Ensuring you all have seen this policy document for review from the DLG team. Comments are
due back to them by 5PM today. Happy to collate comments if you send to me before 4.

Thanks
g

From: Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>

Sent: Wednesday, April 8, 2020 11:38 AM

To: Blatner, Gretta (OS/ASPR/BARDA) <Gretta.Blatner@hhs.gov>

Subject: Fwd: FOR REVIEW: Policy Options for Release of SNS-Held Chloroquine and Hydroxychloroguine

Are you collating this info from across BARDA or who is? Has it been shared with clinical and
regulatory teams for review?

Sent from my iPhone

Begin forwarded message:

From: "DLGDESK (HHS/ASPR/OPP)" <DLGDESK @hhs.gov>

Date: April 8, 2020 at 11:07:25 AM EDT

To: "DLGDESK (HHS/ASPR/OPP)" <DLGDESK@hhs.gov>, "Stannard, Paula (HHS/IOS)"
<Paula.Stannard@hhs.gov>, "Kadlec, Robert (OS/ASPR/1O)" <Robert.Kadlec(@hhs.gov>,
"Grigsby, Garrett (HHS/OS/OGA)" <Garrett. Grigsby(@hhs.gov>, "Kerr, Lawrence
(HHS/OS/OGA)" <Lawrence Kerr@hhs.gov>, "Chang, William (HHS/OGC)"
<William.Chang(@hhs.gov>, "Sherman, Susan (HHS/OGC)" <Susan.Sherman@HHS.GOV>,
"Ray Gorrie, Jennifer (HHS/OGC)" <Jennifer.Ray-Gorrie@hhs.gov>, "Strom, John
(HHS/OGC(C)" <John.Strom(@hhs.gov>, "Patel, Anita (CDC/DDID/NCIRD/OD)"
<bopl(@cdc.gov>, "Ethier, Kathleen (CDC/DDID/NCHHSTP/DASH)" <kbeO@@cde.gov>,
"shl@fda.hhs.gov" <shl@fda.hhs.gov>, "Hinton, Denise (FDA/OC)"
<Denise.Hinton@{da.hhs.gov>, "Mair, Michael (FDA/OC)" <Michael. Mair(@fda.hhs.gov>,
"Courtney, Brooke (FDA/OC)" <Brooke.Courtney@fda.hhs.gov>, "Collins, Francis (NIH/OD)
[E]" <collinsflwod.nih.gov>, "Fauci, Anthony (NIH/NIAID) [E]" <afauci(@niaid.nih.gov>,
"Marston, Hilary (NIH/NIAID) [E]" <hilary.marston@nih.gov>, "Shuy, Bryan (OS/ASPR/IO)"
<Bryan.Shuy@hhs.gov>, "Yeskey, Kevin (OS/ASPR/10)" <Kevin.Yeskey@hhs.gov>, "Bright,
Rick (OS/ASPR/BARDA)" <Rick.Bright@hhs.gov>, "Disbrow, Gary (OS/ASPR/BARDA)"
<(ary.Disbrow(@hhs.gov>, "Lambert, Linda (OS/ASPR/BARDA)" <Linda.Lambert@hhs.gov>,
"Adams, Steven A. (ASPR/SNS)" <saal (@cdc.gov>, "Gorman, Susan (ASPR/SNS)"
<spgd(@wcdc.gov>

Cec: "Phillips, Sally (OS/ASPR/SPPR)" <Sally.Phillips@hhs.gov>, "DeBord, Kristin
(OS/ASPR/SPPR)" <Kristin.DeBord@hhs.gov>, "Dodgen, Daniel (OS/ASPR/SPPR)"
<Daniel.Dodgen@HHS.GOV>, "Austin, Meredith (OS/ASPR/IO)"

<Meredith. Austin@hhs.gov>, "Sheehy, Janice (FDA/ORA)" <Janice.Sheehy(@tda.hhs.gov>,
"Shirley, Mayo (FDA/OC)" <Mayo.Shirley(@fda.hhs.gov>

Subject: RE: FOR REVIEW: Policy Options for Release of SNS-Held Chloroquine and
Hydroxychloroquine
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Good morning Disaster Leadership Group Members,

This is a friendly reminder to please provide your edits/comments to the “Release of SNS-Held
Chloroquine and Hydroxychloroquine” policy opticns paper to DLGDESK@hhs.gov by 5:00 PM today.
I've reattached the policy options paper along with the International MCM Sharing Policy Framework for
your convenience, Thank you to those who have already responded.

Respectfully,
Dan

Daniel Dodgen, Ph.D.

Senior Advisor

Office of the Assistant Secretary for Preparedness and Response (ASPR)
Office of Strategy, Policy, Planning and Requirements {SPPR)

HEALTH AND HUMAN SERVICES (DHHS) | O’'Neill House Office Building | 200 C Street SW | Washingtan, DC 20515
0. ({202) 245-0719
Daniel.Dodgen@HHS.Gov | www.phe.gov

From: DLGDESK (HHS/ASPR/OPP) <DLGDESK@hhs.gov>

Sent: Tuesday, April 7, 2020 11:48 AM

To: Stannard, Paula (HHS/10S) <Paula.Stannard@hhs.gov>; Kadiec, Robert {OS/ASPR/IO)
<Robert.Kadlec@hhs.gov>; Grigsby, Garrett (HHS/OS/0GA) <Garrett.Grigsby@hhs.gov>; Kerr, Lawrence
(HHS/0S5/0GA) <Lawrence.Kerr@hhs.gov>; Chang, William (HHS/OGC) <William.Chang@hhs.gov>;
Sherman, Susan {HHS/OGC) «<Susan.Sherman@HHS.GOV>; Ray Gorrie, Jennifer (HHS/OGC)
<Jennifer.Ray-Gorrie@hhs.gov>; Strom, John (HHS/OGC) <lohn.Strom@hhs.gov>; Patel, Anita
{CDC/DDID/NCIRD/OD) <bopl@cdc.gov>; Ethier, Kathleen {CDC/DDID/NCHHSTP/DASH)
<kbeO@cdc.gov>; shl@fda.hhs.gov; Hinton, Denise (FDA/OC) <Denise.Hinton@fda.hhs.gov>; Mair,
Michael (FDA/OC) <Michael.Mair@fda.hhs.gov>; Courtney, Brooke (FDA/OC)
<Brooke.Courtney@fda.hhs.gov>; Collins, Francis (NIH/OD) [E] <collinsf@od.nih.gov>; Fauci, Anthony
{NIH/NIAID) [E] <afauci@niaid.nih.gov>; Marston, Hilary (NIH/NIAID) [E] <hilary.marston@nih.gov>;
Shuy, Bryan {OS/ASPR/10) <Bryan.Shuy@hhs.gov>; Yeskey, Kevin (OS/ASPR/IC)
<Kevin.Yeskey@hhs.gov>; Bright, Rick (OS/ASPR/BARDA) <Rick.Bright@hhs.gov>; Disbrow, Gary
(OS/ASPR/BARDA) <Gary.Disbrow@hhs.gov>; Lambert, Linda (OS/ASPR/BARDA)
<Linda.Lambert@hhs.gov>; Adams, Steven A. (ASPR/SNS) <saal@cdc.gov>; Gorman, Susan (ASPR/SNS)
<spgd@cdc.gov>

Cc: Phillips, Sally (OS/ASPR/SPPR) <Sally.Phillips@hhs.gov>; DeBord, Kristin (OS/ASPR/SPPR)
<Kristin.DeBord@hhs.gov>; Dodgen, Daniel (O5/ASPR/SPPR) <Daniel.Dodgen@HHS.GOV>;
Meredith.L.Austin@usbordencg.mil; Sheehy, Janice (FDA/ORA) <janice.Sheehy@fda.hhs.gov>;
Blatner@hhs.gov; Shirley, Mayo (FDA/QC) <Mayo.Shirley@fda.hhs.gov>; DLGDESK {HHS/ASPR/QOPP)
<DLGDESK@hhs.gove>

Subject: FOR REVIEW: Policy Options for Release of SNS-Held Chloroquine and Hydroxychlorequine
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Dear Disaster Leadership Group Members and Colleagues:

Thank you for your participation in COVID-19 Disaster Leadership Group (DLG) Meetings. We are
soliciting feedback to inform a policy recommendation regarding whether or not ASPR should support
the release of chloroquine and hydroxychloroguine for clinical trials outside the United States. These
two drugs are covered by the Emergency Use Authorizations requested by BARDA and approved by the
FDA.

FOR REVIEW: Please find the attached “Release of SNS-Held Chloroquine and Hydroxychloroquine”
policy options paper for your review.

Suspense Date: Please offer any edits to the “Release of SNS-Held Chlorequine and
Hydroxychloroguine” policy options paper to DLGDESK@HHS.gov by 5:00 PM on Wednesday April 8,
2020.

<<File: Release of SNS-Held Chloroquine and Hydroxychloroquine.docx >>

FOR INFORMATION: Please find the attached “International MCM Sharing Policy Framework”
document, which is an existing policy framework for any reguests to use HHS-held MCMs
internationally.

<<File: International MCM Sharing Policy Framework FINAL January 2014.pdf >>

We ask that DLG meeting participants ensure leadership within their respective HHS Staff and Operating
Divisions are briefed on these materials, and that you do not forward this material beyond the
distribution of this message. Please address any guestions related to this request to the DLGDESK
Resource Mailbox at DLGDESK@hhs.gov.

Respectfully,

Dan

Daniel Dodgen, Ph.D.

Senior Advisor

Office of the Assistant Secretary for Preparedness and Response (ASPR)
Dffice of Strategy, Policy, Planning and Requirements {(SPPR)

HEALTH AND HUMARN SERVICES {DHHS) | O'Neill House OFice Building | 200 C Street SW | Washington, DC 20515
o, (202) 245-0719
Daniel.Dodgen@HHS.Gav | www.phe.gov

Walker, Robert (OS/ASPR/BARDA) /O=EXCHANGELABS/OU=EXCHANGE ADMINISTRATIVE GROUP
Sender: (FYDIBOHF23SPDLT)/CN=RECIPIENTS/CN=7A02E128C60F4A7195522A1545AF9556-WALKER, ROB
<Robert. Walker@hhs.gov>

Blatner, Gretta (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=623cb123¢2324236b1db&fb9153e0bbf-Blatner, Gr
<Gretta.Blatmer@hhs.gov>;

Lambert, Linda (QS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group

Recipient:
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(FYDIBOHF23SPDLT)/cn=Recipients/cn=ceb824bba%2a4a4e893ea7b54el17eb3c-Lambert, Li
<Linda.Lambert@hhs.gov>;

Johnson, Robert (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0851e89240324306b78740a4a60745e2-Johnson, Ro
<Robert.Johnson@hhs.gov>;

Faison, Tremel (OS/ASPR/BARDA) fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=2bbab0bcebl342fbbedbbcc94deeb80f-Faison, Tre
<Tremel.Faison@hhs.gov>;

Oshansky, Christine (OS/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
{FYDIBOHF23SPDLT)/cn=Recipients/cn=d7bd764440b44b06af644cdcd2 2e42d6-Oshansky, C
<Christine.Oshansky@hhs.gov>;

Houchens, Christopher (0S/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7ac54a574bd04528b7c91bbd61893975-Houchens, C
<Christopher.Houchens@hhs.gov>;

Disbrow, Gary (OS/ASPR/BARDA) fo=ExchangeLabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=0fd5845defdaddc0bb45f8fac629cf09-Disbrow, Ga
<Gary.Disbrow@hhs.gov>;

Bright, Rick (O5/ASPR/BARDA) /o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=53034752f35a4317aa74f46348442d39-Bright, Ric
<Rick.Bright@hhs.gov>

Sent Date: 2020/04/08 16:12:16
Delivered Date; 2020/04/08 16:12:17
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