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Attachment 4 
Defense Health Agency Immunization Healthcare Division (DHA IHD) Clinical 

Guidance for Applying an Alternative Regimen for Route-Dosing of JYNNEOS Vaccine 
for Monkeypox Protection 

16 Aug 2022 

Background: 
On 09 Aug 2022, FDA issued Emergency Use Authorization (EUA) for alternative route-

dosing of JYNNEOS vaccine for monkeypox protection.(1) FDA EUA allows this alternative 
regimen of intradermal administration of 0.1 mL, in contrast to FDA licensure of the standard 
regimen of subcutaneous administration of 0.5 mL of JYNNEOS. Scientific support for the 
alternative regimen is based on a clinical trial of more than 500 healthy adults published in 
2015.(2) Justification for the alternative regimen is based on critically short supply of JYNNEOS 
for monkeypox protection during the current public health emergency. On 10 Aug 2022, CDC 
updated guidance for monkeypox response to reflect the alternative regimen for route-dosing of 
JYNNEOS vaccine. (3) 

DHA IHD General Recommendations: 
DoD response to the monkeypox public health emergency remains consistent with our 

federal partners. Military Medical Treatment Facilities (MTFs) may administer JYNNEOS for 
monkeypox protection using either the standard regimen (subcutaneous administration of 0.5 mL 
doses) or the alternative regimen (intradermal administration of 0.1 mL doses). A complete 
primary series of JYNNEOS is two doses spaced at least 28 days apart, under either the standard 
regimen or alternative regimen. 

DHA IHD Guidance for Special Populations: 
• Immunocompromise.  When immunocompromised patients are eligible for monkeypox 

vaccination, DHA IHD recommends that clinicians administer JYNNEOS under the standard 
regimen. Immunocompromise is defined by the CDC Advisory Committee for Immunization 
Practices.(4) This recommendation acknowledges that the scientific literature supporting the 
alternative regimen for JYNNEOS did not include immunocompromised patients. 

• HIV Infection.  When HIV-infected patients are eligible for monkeypox protection, DHA 
IHD recommends that clinicians administer JYNNEOS under the standard regimen, 
regardless of immunocompromised status. This recommendation is based on specific CDC 
guidance for HIV-infected patients.(5) 

• Persons younger than age 18 years.  When people younger than age 18 are eligible for 
monkeypox vaccination, DHA IHD recommends that clinicians administer JYNNEOS under 
the standard regimen. Note that use of JYNNEOS in people younger than age 18 is supported 
by FDA EUA, rather than FDA licensing, and this authorization covers only the standard 
regimen for administration.(6) 

• Persons with a history of keloid scarring.  When people with a history of keloid scarring are 
eligible for monkeypox vaccination, DHA IHD recommends that clinicians administer 
JYNNEOS under the standard regimen. This recommendation is consistent with CDC 
guidelines.(3) 
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• When persons who are eligible for monkeypox vaccination specifically request JYNNEOS 
administration under the standard regimen, DHA IHD recommends that clinicians administer 
JYNNEOS under the standard regimen, if at all possible. 

Eligibility for Monkeypox Vaccination: 
DoD beneficiaries are considered eligible for monkeypox vaccination in accordance for 

CDC guidance. This guidance has evolved since first posted, and will continue to evolve.  
Current guidance covers vaccination of people for:  (a) Post-exposure prophylaxis (PEP) after 
known monkeypox exposure, (b) Expanded post-exposure prophylaxis (PEP++) after presumed 
monkeypox exposure, and (c) pre-exposure prophylaxis (PrEP) for a limited number of people 
with occupational exposure to monkeypox. Vaccine eligibility is found in Table 1 [Vaccination 
Strategies Used in the 2022 US Monkeypox Outbreak] of CDC guidance.(3) Because eligibility 
for monkeypox vaccination requires individual clinical review of exposures and risks, Standing 
Orders for vaccine administration are not appropriate at this time. 

ACAM2000 for Monkeypox Vaccination: 
Because ACAM2000 is a high-risk vaccine, JYNNEOS remains the preferred vaccine to 

protect patients from monkeypox in most situations. Use of ACAM2000 for monkeypox 
protection may be appropriate for people who have received ACAM2000 in the past with no 
problems, and have no contraindications to current receipt of ACAM2000. 

Considerations for JYNNEOS in persons who previously received ACAM2000 has raised 
questions. CDC advises that ACAM2000-experienced patients are eligible for monkeypox PEP 
and PEP++, and that intradermal dosing of JYNNEOS can be considered for these patients. See 
Table 6 [Special Populations] in CDC guidance.(3) Prior to the current monkeypox emergency, 
ACIP advised that ACAM2000-experienced patients would require only a single dose (booster) 
of JYNNEOS to be adequately protected.(7) A single intradermal dose of JYNNEOS may be 
adequate for boosting ACAM2000-experienced patients, but this has not been formally studied 
and is not covered under FDA EUA. Therefore, DHA IHD advises that clinicians may apply 
shared-clinical-decision-making to consider JYNNEOS vaccine – under either the standard 
regimen or alternative regimen, using either one dose or two doses – for ACAM2000-
experienced patients who are eligible for monkeypox vaccination.      

Ordering JYNNEOS Vaccine: 
MTFs should continue to order JYNNEOS via the USAMMA-DOC portal. MTFs do not 

need to specify whether vaccine will be administered under the standard regimen or alternative 
regimen when placing vaccine orders. Each MTF should order the quantity of JYNNEOS that 
the MTF estimates would meet demand for monkeypox protection under current eligibility 
guidelines. MTFs should understand that the critically limited supply of JYNNEOS may delay 
fulfillment of large orders. 

Documenting JYNNEOS Vaccine: 
Immunization clinics should be careful to document JYNNEOS accurately in electronic 

health records (EHRs; i.e., AHLTA or MHS GENESIS). Whether the standard regimen or 
alternative regimen is applied, both the route (subcutaneous or intradermal) and dose (0.5 mL or 
0.1 mL) of JYNNEOS should be accurately documented in the EHR. 
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Managing JYNNEOS Supply: 
MTFs should prioritize being good stewards of limited JYNNEOS vaccine resources. Note: 

• JYNNEOS is available only in 0.5 mL vials. When used for the alternative regimen 
(intradermal administration of 0.1 mL doses), all 5 doses from the vial must be used within 8 
hours. 

• When drawing 0.1 mL doses of JYNNEOS for intradermal administration, clinics should use 
the equivalent of tuberculin syringes with fine-gauge (e.g., 27-gauge) needles, to avoid 
vaccine waste in a too-large needle-syringe. 

• Vaccine administrators must be appropriately trained in intradermal administration before 
delivering JYNNEOS under the alternative regimen. As per CDC guidance, mis-administered 
intradermal doses must be repeated. See Table 7, Interim recommendations for JYNNEOS 
vaccine administration errors and deviations, in CDC guidance.(3) 

• Care should be taken to avoid temperature-compromise or light-compromise of JYNNEOS 
vaccine. 

• JYNNEOS may be stored refrigerated between 2°C and 8°C (between 36°F and 46°F) for up 
to 8 weeks after thawing. After JYNNEOS vaccine vials are thawed, the beyond-use-date 
(BUD) should be written on vials and should never exceed the original expiration date. 
Please note that this BUD guidance differs from the package insert, which states that vaccine 
may only be stored in refrigerator for 12 hours after thawing. Correct BUD guidance 
(refrigeration up to 8 weeks after thawing) has been verified by manufacturer and CDC.(8) 

Monkeypox vs. Smallpox: 
All guidance contained in this document addresses response to the current monkeypox 

public health emergency. Monkeypox and smallpox should not be confused or conflated. DHA 
IHD recommendations to ‘pause’ routine administration of ACAM2000 for smallpox prevention 
remain unchanged. It has not been established whether an alternative route-dose regimen of 
JYNNEOS will protect against smallpox. Critically low supplies of JYNNEOS currently 
preclude the application of this vaccine, under any dosing regimen, for routine smallpox 
prevention. 

*Note: Intradermal dosing of JYNNEOS will not be considered as meeting any Individual 
Medical Readiness or Force Health Protection requirements a Service Member may have for 
protection from Smallpox. 

References: 
1. FDA. Monkeypox Update: FDA Authorizes Emergency Use of JYNNEOS Vaccine to 

Increase Vaccine Supply. Posted 09 Aug 2022. https://www.fda.gov/news-events/press-
announcements/monkeypox-update-fda-authorizes-emergency-use-jynneos-vaccine-increase-
vaccine-supply 

2. Frey SE, Wald A, Edupuganti S, et al. Comparison of lyophilized versus liquid modified 
vaccinia Ankara (MVA) formulations and subcutaneous versus intradermal routes of 
administration in healthy vaccinia-naïve subjects. Vaccine. 2015;33(39):5225-34. 
doi:10.1016/j.vaccine.2015.06.075 

3. CDC. JYNNEOS Vaccine: Interim Guidance. Updated 15 Aug 2022. 
https://www.cdc.gov/poxvirus/monkeypox/interim-considerations/jynneos-vaccine.html 
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Attachment 5 

Resources 

General: 

Signs and Symptoms 
https://www.cdc.gov/poxvirus/monkeypox/symptoms.html - UPDATED 

Isolation and Prevention Practices for People with Monkeypox 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/isolation-procedures.html - UPDATED 

Considerations for Reducing Monkeypox Transmission in Congregate Living Settings 
https://www.cdc.gov/poxvirus/monkeypox/specific-settings/congregate.html - UPDATED 

2022 U.S. Monkeypox Outbreak 
https://www.cdc.gov/poxvirus/monkeypox/response/2022/index.html 

U.S. Map & Case Count 
https://www.cdc.gov/poxvirus/monkeypox/response/2022/us-map.htm 

Global Map & Case Count 
https://www.cdc.gov/poxvirus/monkeypox/response/2022/world-map.html 

Monkeypox Frequently Asked Questions 
https://www.cdc.gov/poxvirus/monkeypox/faq.html 

Technical Report: Multi-National Monkeypox Outbreak, United States, 2022 -
https://www.cdc.gov/poxvirus/monkeypox/clinicians/technical-report.html 

Patient should disinfect and do laundry according to CDC guidelines found here: 
https://www.cdc.gov/poxvirus/monkeypox/specific-settings/home-disinfection.html. 

Questions/Monkeypox-FAQ. Other tips may be found at: 
https://www.cdc.gov/poxvirus/monkeypox/reducing-stigma.html . 

Vaccination: 

JYNNEOS: Package Insert for Providers on Standard Dosing 
https://www.fda.gov/media/131078/download 

Smallpox/Monkeypox Vaccine Information Statement (for Patients) | CDC (as of 8/23/2022) 
https://www.cdc.gov/vaccines/hcp/vis/vis-statements/smallpox-monkeypox.pdf 

Fact Sheet for Healthcare Providers Administering Vaccine: Emergency Use Authorization of 
JYNNEOS (Smallpox and Monkeypox Vaccine, Live, Non-Replicating) for Prevention of 
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Monkeypox Disease in Individuals Determined to be at High Risk for Monkeypox Infection 
(Alternative Dosing) 
https://www.fda.gov/media/160774/download 

Fact Sheet for Recipients and Caregivers about JYNNEOS (Smallpox and Monkeypox Vaccine, 
Live, Non-Replicating) to Prevent Monkeypox Disease in Individuals Determined to be at High 
Risk for Monkeypox Infection 
https://www.fda.gov/media/160773/download 

JYNNEOS Smallpox and Monkeypox Vaccine Storage and Handling Summary 
https://www.cdc.gov/poxvirus/monkeypox/pdf/Storage-and-Handling-Summary.pdf  - NEW 

Guidelines for use of PrEP and PEP vaccination are updated here: 
https://www.cdc.gov/poxvirus/monkeypox/considerations-for-monkeypox-vaccination.html 

Vaccines 
https://www.cdc.gov/poxvirus/monkeypox/vaccines.html - UPDATED 

JYNNEOS Vaccine 
https://www.cdc.gov/poxvirus/monkeypox/interim-considerations/jynneos-vaccine.html#interim 

For Clinicians: 

Clinical Recognition  
https://www.cdc.gov/poxvirus/monkeypox/clinicians/clinical-recognition.html - UPDATED 

Guidance for Tecovirimat Use under Expanded Access Investigational New Drug Protocol 
during 2022 U.S. Monkeypox Cases 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/Tecovirimat.html  - UPDATED 

Information For Healthcare Professionals 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/index.html 

Clinician FAQs | Monkeypox | Poxvirus | CDC 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/faq.html 

Interim Clinical Guidance for the Treatment of Monkeypox 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/treatment.html 

Clinical Considerations for Monkeypox in Children and Adolescents 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/pediatric.html 

Clinical Considerations for Treatment and Prophylaxis of Monkeypox Virus Infection in People 
with HIV 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/people-with-HIV.html 
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Clinical Considerations for Monkeypox in People Who are Pregnant or Breastfeeding 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/pregnancy.html 

Obtaining and Using TPOXX (Tecovirimat) 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/obtaining-tecovirimat.html 

Refer to https://a01.usamma.amedd.army.mil/mmqc/MessageView?MSG_ID=LIZ-220719-001, 
for detailed information about access to JYNNEOS vaccine for pre and post-exposure 
prophylaxis. 

Laboratory: 

How to Report Test Results 
https://www.cdc.gov/poxvirus/monkeypox/lab-personnel/report-results.html 

Information for Laboratory Personnel 
https://www.cdc.gov/poxvirus/monkeypox/lab-personnel/index.html 

Preparation and Collection of Specimens 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/prep-collection-specimens.html 

Health Departments: 

Information for Health Departments 
https://www.cdc.gov/poxvirus/monkeypox/healthdepts/index.html 

Case Definitions† for Use in the 2022 Monkeypox Response 
https://www.cdc.gov/poxvirus/monkeypox/clinicians/case-definition.html 

Case Reporting Recommendations for Health Departments 
https://www.cdc.gov/poxvirus/monkeypox/healthdepts/case-reporting.html 

Considerations for Monkeypox Vaccination 
https://www.cdc.gov/poxvirus/monkeypox/considerations-for-monkeypox-vaccination.html 

Community Engagement: 

Safer Sex, Social Gatherings, and Monkeypox 
https://www.cdc.gov/poxvirus/monkeypox/sexualhealth/index.html - UPDATED 

Reducing Stigma in Monkeypox Communication and Community Engagement 
https://www.cdc.gov/poxvirus/monkeypox/reducing-stigma.html 
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Morbidity and Mortality Weekly Reports (MMWR): 

MMWR: Interim Guidance for Prevention and Treatment of Monkeypox in Persons with HIV 
Infection — United States, August 2022  
https://www.cdc.gov/mmwr/volumes/71/wr/mm7132e4.htm?s_cid=mm7132e4_x - NEW 

MMWR: Epidemiologic and Clinical Characteristics of Monkeypox Cases — United States, 
May 17–July 22, 2022  
https://www.cdc.gov/mmwr/volumes/71/wr/mm7132e3.htm?s_cid=mm7132e3_x - NEW 

Additional Resources: 

Second meeting of the International Health Regulations (2005) (IHR) Emergency Committee 
regarding the multi-country outbreak of monkeypox | Public Health Emergency of International 
Concern 
https://www.who.int/news/item/23-07-2022-second-meeting-of-the-international-health-
regulations-(2005)-(ihr)-emergency-committee-regarding-the-multi-country-outbreak-of-
monkeypox 

Building Healthy Online Communities: Health Information and Messaging on Monkeypox 
https://bhocpartners.org/sexual-health-info/stis/#toggle-id-16 

WHO Interim Rapid Response Guidance: Clinical Management and Infection Prevention and 
Control of Monkeypox 
https://www.who.int/publications/i/item/WHO-MPX-Clinical-and-IPC-2022.1 

WHO: Community Engagement 
https://www.who.int/publications/i/item/9789240010529 

References to non-CDC sites are provided as a service and do not constitute or imply 
endorsement of these organizations or their programs by CDC or the U.S. Department of Health 
and Human Services. CDC is not responsible for the content of pages found at these sites. URL 
addresses listed were current as of the date of publication. 
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https://www.cdc.gov/mmwr/volumes/71/wr/mm7132e4.htm?s_cid=mm7132e4_x
https://www.cdc.gov/mmwr/volumes/71/wr/mm7132e3.htm?s_cid=mm7132e3_x
https://www.who.int/news/item/23-07-2022-second-meeting-of-the-international-health-regulations-(2005)-(ihr)-emergency-committee-regarding-the-multi-country-outbreak-of-monkeypox
https://www.who.int/news/item/23-07-2022-second-meeting-of-the-international-health-regulations-(2005)-(ihr)-emergency-committee-regarding-the-multi-country-outbreak-of-monkeypox
https://www.who.int/news/item/23-07-2022-second-meeting-of-the-international-health-regulations-(2005)-(ihr)-emergency-committee-regarding-the-multi-country-outbreak-of-monkeypox
https://bhocpartners.org/sexual-health-info/stis/#toggle-id-16
https://www.who.int/publications/i/item/WHO-MPX-Clinical-and-IPC-2022.1
https://www.who.int/publications/i/item/9789240010529
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