Additional File 4: Global group M Env coverage analysis. Potential HIV isolate coverage provided by mono-valent (panels A, B and C), di-valent (panels D,

E and F) and multi-valent (panels G, H and I) formulations of the four natural sequence based products is shown. Theoretical coverage (90% in the examples

shown here) is again dependent upon the number of epitopes generated but there is a much greater epitope requirement than for Gag. For example if a 1-Hit

model is considered, then the tetra-valent product would reach 90% coverage by generating 7 epitopes per subject on average (panel G, orange diamonds). If
a 3-Hit model is considered the mono-valent subtype products face an intractable problem with extreme epitope requirements for 90% global coverage (panel
C). Even the multi-valent products have stringent epitope requirements (17-20) for reaching 90% coverage (panel ).

A O Hit Epitogss Requiremenls lor W05 Dovirigs

E

Iecinie Coverage (%)

R ERREE

A Margpepie=] BES
T Maraepie=] 00
& Marc-animal UGD
- Wi ypiend CHGH

-]

1k

|cdate Coverage (%)

One Hit Ephiops Requirsments for B3% Cowerage

-
[
T
iy - [lirvakey] RS
et B [lirplery] RIF
a7+ w [ vy A
ES & Diemsni LD
20 + Diwpiesl GE
(L] Dimgim=1 1k
L i T - T .

1] 4 B 12 L] 3 m

Eptinpe Numiar

G One HH Epiopes Requirsmends lor 8307 Coverage

13

Iecdale Coverages (%)

4 Trianmni &CD
# Trimglrl ATE
i Trimalnrl A0E
® Triwmlent COC
= Telrgenilrd ACGE

gEE¥sIEZEE

-|
4 B =2 e

Hd

Eplinpes Mumber

E Two Hil Epilope Reguinrgimests Tor 99% Coueage

lecinfe Coaerage (M)

LEEiYsEEY

iy

& Marpepe=l KES
T Margpepie=] 175
& Moro-snimsi UGD
o My e I EIGH

4 ] 12 L] in

Ephops Humbar

E Twa Hit EpHinpe Reguiraments for 900 Covemage

|cdate Coverage (%)

Iecdale Coverages (%)

1i¥h
e ..;:.ﬂ-ﬂ'l:
i i
E'.l-

T et
] s o i A
o = [lerdl AL
H - Dlsvabern AL
*H & [Obaxani OO
M + Dimgle=] GE
(L] Nicmgim=| [1E
L ¥ T o T

1] 4 E 12 L1 ] Fal

Epriope HumEar

13

#

[0

Ty

& Triasiani A0D
S Trimpie=] &E
a7 Trimgie=l &IE
*H Trivalent COE
o Tedvpavabind AEOE
(L]

L v T - T o

o 4 B 1z e =
Ephope Numssr

C Thi e Hil Epilope Reguirimsants e 300 Coverage

13
Ly
L3

E ol
E i
e
I =
= 1

& % Marsesind KEA
5 Mgrasginel 15
& Marc-snini UGD
= Wy abind CHIGH

-

F Thres Mt Epitops Asquiremants for 0% Coverage

-

- [hopadey] A5
B [yl AL
vk AL
& Dhasini 0D
+ DHegie=l CE

Giagm=] Nk

1
E w3
W
b
g i
5 =M
ey
= *H
M
T
= i
i
]

I Thres Mt Epitops Aequirsmanles for 5% Coversge

13

Iecdale Coverages (%)

fo
[0
T
Tri-snimai 400
wir] .
= Trimgin=] 40E
a7+ Trimple=] &[E
¥ Tri-valent COE
e Tadvpeyibend ACGE
(L]
L r T T T i
o 4 -] 12 e =]
Epiiope Humbsr



