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Approval Date: April 24, 2015 

Product: Gardasil 

Proper Name: Human Papillomavirus Quadrivalent (Types 6, 11, 16, 18) Vaccine, Recombinant 

Manufacturer: Merck & Co., Inc 

Indication:  

• Prevention of vulvar and vaginal cancer 

• Vaccination in females 9 through 26 years of age for prevention of the following diseases 

caused by Human Papillomavirus (HPV) Types 6, 11, 16, and 18: 

o Cervical cancer 

o Genital warts (condyloma acuminata) and the following precancerous or dysplastic 

lesions: 

▪ Cervical adenocarcinoma in situ (AIS) 

▪ Cervical intraepithelial neoplasia (CIN) grade 2 and grade 3 

▪ Vulvar intraepithelial neoplasia (VIN) grade 2 and grade 3 

▪ Vaginal intraepithelial neoplasia (VaIN) grade 2 and grade 3 

▪ Cervical intraepithelial neoplasia (CIN) grade 1 

• Vaccination in boys and men 9 through 26 years of age for the prevention of genital warts 

caused by HPV types 6 and 11 

• Vaccination in people ages 9 through 26 years for the prevention of anal cancer and 

associated precancerous lesions due to human papillomavirus (HPV) types 6, 11, 16, and 

18 

http://wayback.archive-it.org/7993/20170722021013/https:/www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM444495.pdf
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Description: GARDASIL, Human Papillomavirus Quadrivalent (Types 6, 11, 16, and 18) 

Vaccine, Recombinant, is a non-infectious recombinant quadrivalent vaccine prepared from the 

purified virus-like particles (VLPs) of the major capsid (L1) protein of HPV Types 6, 11, 16, and 

18. The L1 proteins are produced by separate fermentations in recombinant Saccharomyces 

cerevisiae and self-assembled into VLPs. 

BLA: 125126 

Regulatory Milestone:  

 Gardasil was first licensed for use in the U.S. on June 8, 2006 with subsequent approvals 

of supplements in 2008, 2009, and 2010.  

PDUFA Goal Date: April 26, 2015 

Package Insert: Package Insert - Gardasil 

Summary Basis for Regulatory Approval: April 24, 2015 Summary Basis for Regulatory Action 

- Gardasil 

European Public Assessment Report: Human medicine European public assessment report 

(EPAR): Gardasil 

Advisory Committee:  

 This submission was not discussed at a Vaccines and Related Biological Products Advisory 

Committee (VRBPAC) meeting because review of this submission did not identify concerns which 

would have benefitted from an advisory committee discussion. 

Safety: 

https://www.fda.gov/media/74350/download
http://wayback.archive-it.org/7993/20170722021013/https:/www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM445255.pdf
http://wayback.archive-it.org/7993/20170722021013/https:/www.fda.gov/downloads/BiologicsBloodVaccines/Vaccines/ApprovedProducts/UCM445255.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/gardasil
https://www.ema.europa.eu/en/medicines/human/EPAR/gardasil
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 In the data presented in this submission, no signals of new medical conditions, new SAEs 

assessed as vaccine-related, or other new safety signals were identified. No new safety information 

was proposed to be included in the modified USPI. 

NCT Numbers: 

• NCT01741012 

• NCT02567955 

• NCT03431246 

• NCT02993757 

• NCT01456715 

• NCT00786409 

• NCT00157950 

• NCT01304498 

• NCT03083249 

• NCT00727636 

• NCT02114385 

• NCT01062074 

• NCT03493542 

• NCT01512784 

• NCT03979014 

• NCT01862874 

• NCT03659110 

• NCT01092195 

• NCT01432574 

• NCT00411749 

• NCT00666107 

• NCT01567813 

• NCT00806676 

• NCT00092495 

• NCT01914367 

• NCT00733122 

• NCT00092547 

• NCT03023631 

• NCT01245764 

• NCT00813319 

• NCT02576054 

• NCT01461993 

• NCT01462357 

• NCT04508309 

• NCT00496626 

• NCT01077856 

• NCT01078220 

• NCT03525210 

• NCT00543543 

• NCT01446718 

• NCT01544478 

• NCT03123419 

• NCT00573651 

• NCT00956553 

• NCT03943875 

• NCT00423046 

• NCT00325130 

• NCT01355003 

• NCT03546842 

• NCT00092534 

• NCT01276184 

• NCT00378560 

• NCT00501189 

• NCT01489527 

• NCT02087384 

• NCT00551187 

• NCT00941889 

• NCT04206813 

• NCT00090285 

• NCT00092482 

• NCT00337428 

• NCT01824537 

• NCT00524745 

• NCT03728881 

• NCT01047345 

• NCT01031069 

• NCT01924754 

• NCT00092521 

• NCT01101750 

• NCT03519464 

• NCT03451071 

• NCT03158220 

• NCT03998254 

• NCT03350698 

• NCT03105856 

• NCT00090220 

• NCT03296397 

• NCT01034358 

• NCT02653118 

• NCT01553994 

• NCT01343485 

• NCT02009800 

• NCT02363660 

• NCT00925288 

• NCT02382900 

• NCT00911521 

• NCT00834106 

• NCT00923702 

• NCT01314404 

• NCT04430907 

• NCT02811068 

• NCT01424644 

• NCT04274153 

• NCT02968420 

• NCT00863096 

• NCT04688476 

• NCT00513526 

• NCT01133509 

• NCT00635830 

• NCT00365378 

• NCT04422366 

• NCT03848039 

• NCT00517309 

• NCT00520598 

• NCT02624349 

• NCT00851643 

• NCT01338051 

• NCT01298869 

• NCT03947775 

• NCT01087164 

• NCT00365716 

• NCT04453241 

• NCT00604175 

• NCT00260039 

• NCT03180034 

• NCT04425291 

• NCT03391921 

• NCT01096134 

• NCT01386164 

• NCT03675256 

• NCT01896986 

• NCT01375868 

• NCT04022148 

• NCT00667563 

• NCT01290393 

• NCT02714114 

• NCT01960088 

• NCT04436133 

• NCT01173900 

• NCT03626467 

• NCT00677677 

• NCT00380367 

• NCT04459221 

• NCT01184079 

• NCT01687192 

• NCT00949572 

• NCT00572832 

• NCT01021904 

• NCT02464358 

• NCT00829608 
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• NCT02568566 

• NCT01995721 

• NCT00964210 

• NCT03036930 

• NCT03832049 

• NCT02834637 

• NCT01505049 

• NCT01299714 

• NCT02276521 

• NCT00798265 

• NCT00680147 

• NCT04199689 

• NCT01717118 

• NCT04096911 

• NCT01492582 

• NCT00501137 

• NCT00175435 

• NCT00807898 

• NCT01427777 

• NCT04635423 

• NCT01393470 

• NCT00944879 

• NCT02837926 

• NCT01159834 

• NCT02199691 

• NCT03284866 

• NCT01461096 

• NCT01535794 

• NCT01206556 

• NCT04235257 

• NCT01209325 

• NCT02196454 

• NCT02750202 

• NCT04391647 

• NCT04255849 

• NCT04265950 

• NCT03051516 

• NCT03542227 

• NCT04490018 

• NCT00730704 

• NCT01702337 

• NCT00505063 

• NCT03265743 

• NCT03465280 

• NCT02934724 

• NCT01928225 

EudraCT Numbers: 

• 2019-003135-36 

• 2006-000764-85 

• 2020-002332-73 

• 2013-005581-19 

• 2014-005717-23 

• 2007-003852-13 

• 2014-004581-16 

• 2016-002083-13 

• 2018-004662-33 

• 2008-008605-22 

• 2013-002340-90 

• 2007-003528-39 

• 2008-006773-32 

• 2012-004007-13 

• 2017-000110-35 

• 2010-023393-39 

• 2013-002137-38 

• 2009-015500-26 

• 2017-001205-33 

• 2011-002193-23 

• 2015-005093-38 

• 2006-004933-14 

• 2013-003399-10 

• 2016-002455-20 

• 2016-001963-35 

• 2014-004492-23 

• 2015-002932-42 

• 2013-003429-28 

• 2017-000108-42 

• 2011-006002-27 

• 2013-002951-14 

• 2012-000445-12 

• 2004-002945-10 

• 2017-000109-19 

• 2017-004322-15 

• 2013-002009-70 

• 2015-004524-65 

• 2019-003486-17 

• 2018-000215-24 

• 2017-000111-16 

• 2011-000476-34 

• 2008-008251-42 

• 2018-002764-94 

• 2019-003236-23 

• 2011-001871-37 

• 2014-003177-42 

• 2015-002931-16 

• 2017-000112-42 

• 2015-004212-37 

• 2011-002035-26 

• 2019-001153-10 

• 2013-001314-15 

• 2009-011617-25 

Publications: 

• FUTURE II Study Group (2007). Quadrivalent vaccine against human papillomavirus to 

prevent high-grade cervical lesions. The New England journal of medicine, 356(19), 1915–

1927. https://doi.org/10.1056/NEJMoa061741 

• Garland, S. M., Hernandez-Avila, M., Wheeler, C. M., Perez, G., Harper, D. M., Leodolter, 

S., Tang, G. W., Ferris, D. G., Steben, M., Bryan, J., Taddeo, F. J., Railkar, R., Esser, M. T., 

Sings, H. L., Nelson, M., Boslego, J., Sattler, C., Barr, E., Koutsky, L. A., & Females United 

https://doi.org/10.1056/NEJMoa061741
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to Unilaterally Reduce Endo/Ectocervical Disease (FUTURE) I Investigators (2007). 

Quadrivalent vaccine against human papillomavirus to prevent anogenital diseases. The New 

England journal of medicine, 356(19), 1928–1943. https://doi.org/10.1056/NEJMoa061760 

• Sigurdsson, K., Sigvaldason, H., Gudmundsdottir, T., Sigurdsson, R., & Briem, H. (2009). 

The efficacy of HPV 16/18 vaccines on sexually active 18-23 year old women and the impact 

of HPV vaccination on organized cervical cancer screening. Acta obstetricia et gynecologica 

Scandinavica, 88(1), 27–35. https://doi.org/10.1080/00016340802566770 

• FUTURE I/II Study Group, Dillner, J., Kjaer, S. K., Wheeler, C. M., Sigurdsson, K., Iversen, 

O. E., Hernandez-Avila, M., Perez, G., Brown, D. R., Koutsky, L. A., Tay, E. H., García, P., 

Ault, K. A., Garland, S. M., Leodolter, S., Olsson, S. E., Tang, G. W., Ferris, D. G., 

Paavonen, J., Lehtinen, M., … Haupt, R. (2010). Four year efficacy of prophylactic human 

papillomavirus quadrivalent vaccine against low grade cervical, vulvar, and vaginal 

intraepithelial neoplasia and anogenital warts: randomised controlled trial. BMJ (Clinical 

research ed.), 341, c3493. https://doi.org/10.1136/bmj.c3493 

• Levin, M. J., Moscicki, A. B., Song, L. Y., Fenton, T., Meyer, W. A., 3rd, Read, J. S., 

Handelsman, E. L., Nowak, B., Sattler, C. A., Saah, A., Radley, D. R., Esser, M. T., 

Weinberg, A., & IMPAACT P1047 Protocol Team (2010). Safety and immunogenicity of a 

quadrivalent human papillomavirus (types 6, 11, 16, and 18) vaccine in HIV-infected 

children 7 to 12 years old. Journal of acquired immune deficiency syndromes (1999), 55(2), 

197–204. https://doi.org/10.1097/QAI.0b013e3181de8d26 

• Giuliano, A. R., Palefsky, J. M., Goldstone, S., Moreira, E. D., Jr, Penny, M. E., Aranda, C., 

Vardas, E., Moi, H., Jessen, H., Hillman, R., Chang, Y. H., Ferris, D., Rouleau, D., Bryan, J., 

Marshall, J. B., Vuocolo, S., Barr, E., Radley, D., Haupt, R. M., & Guris, D. (2011). Efficacy 

of quadrivalent HPV vaccine against HPV Infection and disease in males. The New England 

journal of medicine, 364(5), 401–411. https://doi.org/10.1056/NEJMoa0909537 

• Hillman, R. J., Giuliano, A. R., Palefsky, J. M., Goldstone, S., Moreira, E. D., Jr, Vardas, E., 

Aranda, C., Jessen, H., Ferris, D. G., Coutlee, F., Marshall, J. B., Vuocolo, S., Haupt, R. M., 

Guris, D., & Garner, E. I. (2012). Immunogenicity of the quadrivalent human papillomavirus 

(type 6/11/16/18) vaccine in males 16 to 26 years old. Clinical and vaccine immunology: 

CVI, 19(2), 261–267. https://doi.org/10.1128/CVI.05208-11 

https://doi.org/10.1056/NEJMoa061760
https://doi.org/10.1080/00016340802566770
https://doi.org/10.1136/bmj.c3493
https://doi.org/10.1097/QAI.0b013e3181de8d26
https://doi.org/10.1056/NEJMoa0909537
https://doi.org/10.1128/CVI.05208-11
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• Yoshikawa, H., Ebihara, K., Tanaka, Y., & Noda, K. (2013). Efficacy of quadrivalent human 

papillomavirus (types 6, 11, 16 and 18) vaccine (GARDASIL) in Japanese women aged 18-

26 years. Cancer science, 104(4), 465–472. https://doi.org/10.1111/cas.12106  
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