MCBJ:NRY COUNTY . ' )
TUBERCULOSIS CARE AND TREATMENT BOARD MEETING
‘ 2200 N. SEMINARY AVE. BUILDING A .
© WOODSTOCK, ILLINOIS 60098
‘October 16,2018
8:00 AM.

AGENDA
: 1. Cail to Order

2. Public Participation

3. Minutes of Ty 2018 Meeting,

_4. Consent Agenda .
: A) Disbursements; July — August 2018
B) Income and Expense Report; Tuly — August 2018

S.  Monthly Report
'A) TB Nurse Report
B) Statistics.
C) IDPH Report

6. Program Highlights

7. Old Business ,
A) Health Department Renovaﬁon Update

8. New Business
A) 2019 TB BOH meeting schedule
B) Election of officers

9. Board Issues (For Discussion) -
' A) By-Laws and Rules and Regulation review
B) TB Profile Report '

- 10. Information and Commumcahon (For Discussion)
Menzies, D., Adjobimey, M., Ruslami, R., Trajman, A., Sow, Q., Kim, H,, et al. (August 2, 201 8) Four )
Months of Rifampin or Nine Months of Isoniazid for Latent Tuberculosis in Adults. The New England
Journal of Medicine 379 (5); 440 453. Retrieved from: https://www.nejm. org/mechcaL
research/tuberculosis

1 1. Executive Session

12. Adjcurnment




'MINUTES AND CONSENT AGENDA




MCHENRY COUNTY TUBERCULOSIS AND TREATMENT BOARD

MEETING MINUTES

JULY 24, 2018

CALL TO ORDER:

Rebecca Rockwood M.T. called the meeting to order at 8:00am; TB Board Members present were: James
Mowery M.D, and Rebecca Rockwood M.T; Staff present were: Joseph Gugle Administrator Interim,
Susan Karras RN, BSN, MBA, Director of Nursihg, Jennifer Schorsch RN, BS, NE-BC, Assistant Director of
Nursing, Janet Engelking RN, BSN, MSN Communicable Disease Coordinator, Danielle Burck RN BSN, and
Amanda Kurka RN BSN. ’ '

MINUTES:

James Mowery M.D made motlon to approve TB Board Minutes for March 2018; second by Rebecca
Rockwood M.T.

FINANCIAL STATUS:

James Mowery M.D reviewed the Disbursements for March/June 2018 James Mowery M.D made
motion to approve; second by Rebecca MLT.

MONTHLY REPORTS

Amanda Kurka RN BSN, reviewed TB Nurse Reports for May/June 2018.
Skin Testing

- In May 17 clinics were held with 44 skin tests performed. 2 IGRA’s collected
- InJune 18 clinics were held with 41 skin tests performed. 1 IGRA collected

Doctor Clinic

- On May 14" Doctor clinic was held with 12 chest x-rays and 21 charts reviewed
- On June 25" Doctor clinic was held with 15 chest x-rays and 21 charts reviewed

Patient Update

1 active client on DQOT in the continuation phase

Activities

Old Firehouse Assistance Center testing: 5/30/2018, reads on 6/1/2018; 3 clients tested

Webinars/Trainings




e 5/31/2018 AAP 2018 Red Book LT8I for Children Webinar
o  6/4/2018 Webinar: TB RN Case Study DOT
e 6/13/2018-Meeting for Electronic Health Record

Staff Update

Danielle Burck started on Juhe 25“‘ asIMCDH T8 Nurse.

OLD BUSINESS:
A) Health Department renovation update

Joseph Gugle gave update on Building A moving to Administration Building and Building B moving to
Building A.

NEW BUSINESS:
A} Memorandum of understanding —Family Health Partnership

" Susan Karras RN, BSN, MBA, Director of Nursing reviewed new contract with Family Health
" Partnership

- B} Ryan Sachs was introduced as the new Epidemiologist

C) Michael Hill MPH, MPA, FACHE, CHES Administrator resigned and Joseph Gug]e is now the
Administrator Interim

INFORMATION:

Borisov, A.S., Morris, S.B., Njie, G.1., Winston, C.A., Burton, D., Goldberg, S., Woodruff, R.Y., Allen, L.,

" LoBue, P., Vernon, A. (June 28, 2018} Update of Recommendations for Use of Once — Weekly Isoniazid-
Rifapentine Regimen to Treat Latent Mycobacterium tuberculosis Infection. Morbidity and Mortality
Weekly Report 67 (25); 723-726. Retrieved from: - '
hitps://www.cdc. gov/mmwr/volumes/67/we/mm672535 htm?s cid=mm6725a5 w

ADJOURNMENT:

Rebecca Rockwood M.T made motion to adjourn meeting at 8:35am; second by James Mowery M.D.




MCHENRY COUNTY HEALTH DEPARTMENT
' TB - DISBURSEMENTS

- PERSONAL SERVICES: ~ ACCT#  PAYROLL

" Acevedo, Lola , 3010 - 5,240.29
Cazares, Maria - 3020 . 3,614.58
Kurka, Amanda 3010 . 8,681.83
Schoen, Faith ’ 3010 8,629.57
Burck, Danielle 3010 ' 5,015.62

3025 Included in above
FICA A 3105 2,385.42
IMRF 3110 - 3,111.92
INSURANCE , - 3146 3,227.30
TOTAL PAYROLL ' 39,906.53
DESCRIPTION: ACCT# AMOUNT
Contractual Services 4001 ‘
Assoc. Dues/Memberships 4005
Training ' . - 4006
Subscriptions 4008 : 16,050.00
Printing 4055
Telephone 4096 - 57.55
.Rent 4101 B
Maint Agreements 4130
Maint Office Equipment 4131
Médical 4246 1,872.00
Special Consultants | 4435
Private L.ab Services - 4442 81.57
Refuse disposal 4449 11.21
Contingent . ' 4570 :
Office Supplies : 5010
Office Equipment 5020
Postage : 5030 ‘
Mileage o _ 2040 - 494.59 -
Meeting Expenses 5050 '
Supplies . 5070
Medical Supplies ‘ : 5080
Medication 5085 437.52
Publications - 5210 v
TOTAL EXPENSES - $ 19,004.44

Grand Total §  58,910.97

O\Health-Accnig\DISBURSEMENTS\FY2018\TB Disburseménts - Calendar 2018.xIsx




vD
VC291625
' VD322046

VC291569 .

V291568
VC291564
VD322359
VD321852
VD321948
VC291559

MCHENRY COUNTY.HEALTH DEPARTMENT
* TB- DISBURSEMENTS
July 2018 (FY18) as of 8/9/2018

) Personal Service
Acevedo, Lola
Cazares, Maria
Kurka, Amanda

‘Schoeri, Faith

Burck, Danielle -

FICA
IMRF
INSURANCE

VENDOR
AADVANGCED BUSINESS SOFTWARE LLC
VERIZON WIRELESS
METRO INFECTIOUS DISEASE CONSULTANTS

METRO.INFECTIOUS DISEASE CONSULTANTS .

METRO INFECTIOUS DISEASE CONSULTANTS
OXFORD DIAGNOSTIC LABORATORIES
PEREZ ANGELICA ' '
MONTANA.CONCEPION

BRANDT PHARMACY INC

" ACCT#

3010
3020

- 3010

3010
3010
3025
3105
3110
3146

Payroll Total

Expense Tofal

Grand Total

H A B H P L LH O P

PAYROLL
$2,442.36

$1,807.29

 $4,321.29

$4,269.03
$2,322.20

Included in above

$1,159.91
$1,513.16

$1,613.65

$19,448.89

AMOUNT |

16,050.00
29.04
500.00
500.00
500.00
50.91
34.88
69.76

52.62

$17,787.21

$37,236.10




VD
VD323040
V(292210
. V(292209
V(292627
V(282460

© VD322510

VD322654
VD322642
VD322636
VC292208
V(292207
V(292205
V(292626

MCHENRY GOUNTY HEALTH DEPARTMENT
' TB - DISBURSEMENTS

August 2018 (FY18) as of 9110/2018 ~

. . Personal Service
Acevedo, Lola
Cazares, Maria
Kurka, Amanda .

‘Schoen, Faith

Burck, Danielle

- FICA

IMRF

1NS‘URAN_CE .

: VENDOR
VERIZON WIRELESS
MERCY HEALTH SYSTEM

ACL LABORATORIES

ACL LABORATORIES

HEALTHCARE WASTE MANAGEMENT
KURKA AMANDA

PEREZ ANGELICA

BURCK DANIELLE

KURKA AMANDA

BRANDT PHARMACY INC

BRANDT PHARMACY INC

BRANDT PHARMACY INC

BRANDT PHARMACY INC

ACCT# .
73010
3020
3010
3010
3010
. 3025
- 3105
3110
3146

Payroll Total

- Expense Tofal

Grand Total

R I R R IR el R o o A

PAYROLL
$2,797.93
$1,807.29
$4,360.54
$4,360.54
$2,693.42

Included in above
$1,22551
$1,598.76
$1,613.65

' $20,457.64

ANMOUNT
28.51
372.00
30.66
11.21
100.00
78.48
61.04
86.66
- 83.77
70.16
35.08
191.98
87.70

$1,217.23

$21,674.87




TUBERCULOSIS CARE AND TREATMENT FY2018

|
|
| .
_ : NQV .
; $13,074.82 . $80.801.67 E2011.11 £11.267.88 3$107,056,78 | 700 | § 250,000.00 { § 14294322 42.+
M BOS0-FEES FOR SERVICE 515000 $290.00 $330.00° |___$310.00 $240.00 $290.00 51,399.23 $320.00 35B19.25 $4,348.50 | sos0 [§  6,000.00 | § 1,651.50 72.:
I s ' : . $0.00 | v405 |, 3 - 0.
" |sazvEDICAD . 524,00 $44.00 568,00 516.00 $12.00 £8.00 24.00 38.00 $184.00 | 927 s (184.00)| #DIVA
+ " [9510INTEREST INCOME $466.80 $478.68 $407.35 SH37 544523 $436,75 $525.06 356142 ) $3,765,68 | 9516 {5 2.600.00 | 3 (1,165.68)| 144.%
' 9511-RE TAX DIST NT : $0.00 1 9511 [ 3 2500 | § 25.00 0.C
9990 . $0.00 [ 9970 ($  79,275.00 |3 79.275.00 0.4
TOTAL REVENUL $616.80 $792.68 S781.35 $822.37 $702.55 |  $13,813.57 $82,733.98 g.@@uu $12,095.13 $0.00 $0.00 $0,00 $115,354,96 $ 337,900.00 | § 222,545,004 34.1
ua?ﬁogmgm $19.071,08 $11,658.89 $13,720.90 $12,821.34 513,581.55 ~$14,834.51 $13,856,32 $12,828.00 | 51421243 $128,585.02 { 3010 |§ 16951500 $40,92998 |« 75.8
3020-PART TIME SALARY $2.500.17 5147231 £1,815.07 $1.620,32 51,807.29 51,807.28 52,533.65 L1770 £1.807.29 : £17,083.08 | 3020 [ $ 21.075.00 $3,991.92 81.1
+ |3025-Hollday 51,5237 5232622 $1,011.56 S134.19 $867.79 561647 ) . $6,481,60 | 3025 | § 10,036.00 -$3,554,40 64.¢
3040-Ovedlime . ) $36.43 C : - $36.43 | 2040 - © ($36.43)| #DIVK
3050-MERYT POCL _ | : +$0.00 | 3050 | $  4,514.00 $4,514.00 a.C
3105 -SOC.SEC/CTY SHARE $1.771,08 51.182.49 51,188.50 £1,182.17 $1,187.51 $1,273,10 $1,473.36 £1,139.91 51,225.51 ﬁfiuhoA 3105 |3 15693.00 $4,049 40 742
3110 -ILL MUNC RET FUND $2.384.58 $1.542.65 $1,550.48 $1,542.22 ﬂ.u.&.:. £1,660,84 q._..SN.S $1.513.16 51,598.76 : $15,263.97 | 3110 [ $  20,549,00° $5.285.03 74.3
3146-EMPLOYEES FIEALTH 32,672.58 5270792 $2.707.92 $2,707.92 52.707.92 5161365 | ' S161165 51.613.65 . : 31834521 | 346 | §  21,918.00 53,572,79 83.7
. * % PLRSONNEL SUBTOTAL: S27288.68 | . $20,855.14 520,982.87 520,885.53 $20,967.64 $22,203.65 $24,268.87 $19,448.89 $20,457.64 £0.00 $0.00 50.00 $197,438.91 “[ § 263,300.00 | . $65,861,09 75.0
4001 -Contractual Serviees : $195.00 $5,000.00 $5,000,00 $10,199,00 | 4001 [ § *20,500.00 $10,301,00 49.8
|4005-ASSOC.DUES/STAFF. : ) $0.00 | 4005 | % 350.00 $350.00 0.0
4006-TRAINING ) : . ) 530,00 R ‘ 53000 | 4006 | § 500.00 $§470.00 6.0
4008-SUBSCRIPTIONS $16.050.00 ) ' $16,050.00. | 4008 ($16,050.00)| #DIV/
40s3PRINTING 539.08 : : - $39.08 | 4055 | § 300.00 $260.92 13.0
J09¢-TELEPHONE . $28.18 $32.89 $28.18 $29.84 $27.87 $28.535 520,04 $28.51 $233.06 | 4096 | $ 500.00 $266.94 46.6
4301-RENT L . . . - i 50.00 | 401 50,00 .
4130-MAINTHNANCE Apreement $26.71 ) . $331.28 $14.40 $37239 | 4130 | $ 1,500.00 mfﬁﬂﬂ 248
4T31-MAINTENANCE OFFICEEQUP | A ) - 00041 |3 300,00 300,00 0.0
4246-MEDICAL . $806.00 $1,000,00 523044 . 531000 $500.00 5930.00 $1.500.00 L 3372.00 55,648.44 | 4246 | 3 30.000.00 524,351.56 18.8
© |4320-Repale o Msistenance : $0.00 | 4320 | $0.00 | #DIV/C
Mpaty2-LAD $£7.15 524,56 $36.67 $161.90 $50,91 $41.87 . $333.06 | 4442 | & 1,000.00 $666.94 33.3
4449-0ARBAGE DISPASAL ) : 55000 $100,00 5150,00 | 449 |5 600.00 |. 545000 | 250
* |4570-Continpest-fane Dos Expense $0,00 | 4570 30.00 | #DTV/C
CONTRACTUAL SUDTOTAL: $199.00 $892.97 51,040.04 3561446 | 5339.84 565454 86,134.85 §17,628.95 554238 ‘o S0.00 hs.g_ 50.00 $33,055.03 $  55,550.00 3$22,494.97 59.8
5010-OFFIQE SUPPLIES 547,31 $76.71 | : 512402 [ sow | 8 1,000.00 $875.98 12.4
5030-CFFICE EQUIPMENT 50,00 | 5020 | § - $0.00 | #DIV/C
5630-Postags _ . . . : . £0,00 § 5030 | § 50,00 550,00 0.0
5040-MILEAGE $59.52 $136,46 310246 $138.98 533843 529339 204,64 5280.95 $1,466.25 | s040 | § . 2,500.00 $1,033,75 |° 587
5050-MEETING EXPENSE. 334036 i 534036 | s050 |8 1,000.00 $659.64 34.0
5070-SUPPLES . . ' . 50.00 | 5070 |5 1,500.00 | $1,500,00
5080-MEDICAL SUPPLIES 5040 sigsaz | $163.82 | sos0 | 3 3.000.00 | °  $283618
5085-MEDICATION $926.46 | §760.58 | - $666.71 21048 S887.07 $464.12 352,62 $284.90 . ) $4,352.94 | s085 [ 3 10,000.00 $5,647.06
5115 Computer componeats under S5k . : . 5000} a5 |8 - 50,00
' $0.00 | 5125 | - 50.00
5160-Vaticla _ . ] . 3000 [ s160 |* 50,00
" [suorupueations . s . . |- $0,00 | 5210 $0.00
5099 -PETTY CASH - . . $0.00 | s099 30.00
' COMMORYTILS SUBTOTAL: 30.00 598638 £997.44 £916.48 £349.46 $1,806.01 5759.51 S157.26 . $674.85 30.00 $0.00 | 50.00 $6,447.3% 3 19,050.00 $12,602.61
¢ ' . ! fund balance .
|TOTAL EXPINSES | Sz7ds7.65 | S12741.45 | S22,92035 | 52731647 | S21,65694 | $2474420 | . $31,163.23 | 53723630 | §21,674.87 | $0.00 | 50.00 | $0.00 | $236.94133 | $ 337,000 | $100958.67
[verovcome [ (sr6s7088) (52194880 (522.139.00)_(526:494.10) (52095439 (510930.63)] 85157075 | (83423957 (89,579.74)] s0.00]  0.00 | $0.00 | ($121,586.37) :

i) .S.ST‘ _ * “




" MONTHLY REPORT -




- MCDH Nurse Report

Skin Testing:
- In July 19 clinics were held with 60 skin tests performed. 0 IGRAs collected.

-In August 23 clinics were held with 106 skin tests performed. 1 1GRAs collected.
Doctor Clinic:
On July 16% Doctor Clinic was held with 10 chest x-réys reviews and 15 charts reviewed.

-On August 27% Doctor Clinic was held with 8 chest x-rays and 15 charts reviewed.
Patient Update:

-1 active client, on DOT, in the continuation phaée completing treatment on September 17
Activities:

-Old Firehouse Assistance Center testing: 8/28/18and 8/31/18- 5 clients tested

Webinars/T rainings:

-Ongoing Case Management course through the Southeastern National Tuberculpsis Center

-lllinois Council on Tuberculosis (ICOT) Conference 8/29/18

Upcoming events:

-Electronic Health Record




TUBERCULOSIS PROGRAM MONTHLY REPORT FY 2018

EDUCATION : ;
[ ~ TB STATISTICS - | DEC | JAN | FEB | MAR | APR | MAY | JUN | JUL | AUG | SEP [ .OCT | NOV [YTp 18[¥TD 17
PRESENTATIONS
# of Presentations 1 1
# of Attendees 10 10
1; 2 EQUCATION (PUBLIC-&HGRS): (HOURS, 2 SO SR ¢os
Phone contacts 3.24] 4.84] 7.75| 5751 4.67 5.5 4.58| 5.09{ 4.83 46.25 13
Face {o Face contacts (@MCDH) 19.75{ 23.5| 19.66| 23.83{ 29.67| 15.58] 14.92| 18.33| 20.16 186.4] 30.01
Case Mangement 3.33] 0.67] 6.25 9 3.5] 6.75| 5.8} 6.17] 3.58 44,841 12.34
TB Board Meeting Prep 2 2 4 1 1 2 2 1M - 2
TESTING : .
TB SKIN.-TEST.STATISTICS® ‘DEG: [=JAN |- FEB: [ MAR [YAPR: [ MAY: | {JUN_[: JULE [ AUG: |- SER-|-OCT. | NOV:}y1D 18| YTD {7
MCDH (AnnexB)}. -~ . - -~ e R B . . R
# of Clinics 15 14 14 17 17 17 18 19| 23 154 34
# of IGRAs 1 2 1l - 1 5
# of skin tests 471 107 52 62| 167 44 41 60| 1086 686| 140]
Outreach Testing ) ) ) ’ '
PADS / Old Firehouse, .
RN fime - hours 3.5] 4.75] 8.25 4; 65 4) 2|, 2 35 10|
# of site visits 2 4 4 21 4 2 2 2 22 4
# of skin tests v 7] 17 18] 42 9 3 1 5 70| 11
Contact Investigation Testing
RN time - hours 2 2
# of site visits
# of skin tests 3 3
Total Skin Tests 84] 124|° 68 74| 176 47 44 61] 111 759 161
POSITIVE SKIN TEST STATISTICS DEC | JANT FEB | MAR| APR [ MAY | JUN | JUL | AUG | SEP { OCT | NOV [YTD 18{YTD 17
Positive skin tests/Outside agency 2 1 1 3 7 1 7 22 6
Positive skin tests /MCDH clinics 3 1l 3 1 1 1 10 2
Paositive skin tests/PADS )
Positive skin tests /Ouireach Sites
Paositive skin tests/Contacts - 2 2
Total : . 3 3 1 4 3 1 10 2 7 34 8
County Positive Skin Test Rate® o0o8] 098] 0.33] 1.30] 0e8| 033} 3.25 065 228 11.08| 2.80]
DIAGNOSTIC STATISTICS DEC | JAN | FEB | MAR | APR | MAY | JUN | JUL | AUG { SEP | OCT | NOV }YTD 18|YTD {7
X-Rays Ordered 16 5 5 8 7 4 4 3 3| 531 11
Sputum Collected - . 3 9 1 -7 3 ’ 23 9
Labaratory Tests Ordered 2 4 2| 4 1 6. 2 3 24 s}
MD CLINIC (HOURS)
MD CLINIC (HOURS} DEC | JAN | FEB | MAR | APR | MAY | JUN | JUL | AUG | SEP | OCT [ NOV |YTD 18|YTD 17
Pre Clinic RN Prep Time 317] 1.25 1] .3.83] "1.25| 1.75{ 1.26 2{ 050 18] 2.83
Pre Clinic Clerical Prep Time 2.5 275| 3.25] 475 3.256 4.5] 4.75] 3.75] 1.58 31.08| 14.25
Total Pre Clinic Prep Time| 5.67 4| 4.25| 858 45| 825 6| 575 2.08 47.08| 17.08
Total Clinic Time 1 1 1 1 1 1 1.5 1.5 S 2
Post Clinic RN Time 3] 1.58] 0.5] 1.58| 0.83] 0.25} 1 1.17 9.91 3}
Post Clinic Clerical Time 5251 6.75 7.75| 575 4.25 5.5| 6.75| 6.00 48! 18.75
Total Post Clinic Contact] 8.25| 8.33 8.25] 7.33] 5.08| 575 7.75] 717 57.91] 21.75
Total 14.92] 13.33] 4.25] 17.83] 12.83] 12.33] 12.75 15 10.75 114} 40.83
LTBI . .
PREVENTIVE STATISTICS DEC | JAN | FEB | MAR | APR | MAY | JUN | JUL | AUG { SEP | OCT | NOV |YTD 18] YTD 17
Positive clients transferred into county . ' 1 1
Positive Interviews 16 5 3 7 8 11 10 7 8 75 11
Clients Starfing LTBI 3 4 2 1 1 1 3 17 4

ARafe is per 100,000 using the 2015 estlmated census population of 307,357 from the US Census Bureau




DEG: AN [ZEEB::MAR [FARRLE MAY: [FJUN; [FJUL [P AUGS

CLIENTS’ STARTIN_= T {SER:[:06T:[:NoV. fyinias[yipiz
GENDER .
Male il 2 1 1 1 6] 2
Female 2 2 1 2 il 2 11 2
AGE :
Children {0-18 years) , 1
Adult (19-64 years) 3 4 1 K g 2 i 3 16 3
Senior Adult (65+ years) 1 1
FOREIGN BORN
Yes ' . 1 3 1 1 1 3 10 3[
No i 2 1 2] 2 7 1
TREATMENT COMPEETION? i[:FEB ! MAR: [t APR:{EMAY: | FJUN:[FJULE [ AUGH [ ZSER | "OCT [ NOV. [ YTD8] Y1047
Clients Completing LTBI 1 2 2 2 il 2 : 13 1
Failure to Complete 1 1 1 4

Moved 1

Lost to F/U 1 1

Declined- Personal

Declined-Medical ; 9

Deceased

Other 1 1 1 3
ACTIVETB . L )
ACTIVEITB STATISTICS i+ .| DEC |- JAN {-FEB { MAR [ APR [ MAY.| JUN-[-JUL { AUG | SER { OCT |.NOV. }ytD18]YTD 17
# Active TB Cases Identified 1 : ) 1
County Active TB ratéh = {7l v i 0.325] . sJ.0.325). =
Active Cases Transferred OUT of McHenry County
Active Cases Transferred INTO McHenry County
Total Active TB Caseload* 1
DOT Visits 7 7 4 6 21 21 21 21 22 130 35
DOT Visit/Trave) Time (Hours) 425] 425 25| 45 11] 1225} 9.5]. 11 11 70.25 17
# TB Contact Investigations Initiated 1 1 ‘ 2
# Suspects Investigated 1 1 1 1 1 2 4 i1].
*Number doss not acocumulate, it reflects the number of people for whom the DOT visits and DOT time account for
TREATMENT GOMPLETION DEC | JAN | FEB { MAR| APR { MAY ] JUN | JUL | AUG | SEP | OCT { NOV }YT1D 18}YTD 17
Cases Completing Active TB Medication il
Failure 1o Compiete

Moved

Lostto F/U

Declined- Personal

Declined-Medical

Deceased

Other
RESISTANCE CLASSIFICATIONS DEC | JAN | FEB | MAR| APR | MAY | JUN | JUL | AUG | SEP | OCT | NOV {YTD 18l YTD 17
H#MDR Cases {dentified
#XDR Cases ldentified
ACTIVE TB STATISTICS . .
LOCATION OF ACTIVE T8 IDENTIFIED DEC | JAN | FEB | MAR] APR | MAY | JUN | JUL | AUG [ SEP | OCT | NOV JYTD 18| YTD 17
Pulmonary 1 1
Extrapulmonary
GENDER
Male 1 1
Female
AGE
Children (0-18 years)
Adult (19-64 years)
Senior Adult (65+ years) 1 1
FOREIGN BORN
Yes - 1 1
No

ARate is per 100,000 using the 2015 estimated census population of 307,357 from the US Census Bureau




NIPHC Report on TB 8/22/2018

l. Numbers of Cases

There have been 187 cases of active TB 'reported'and confirmed as of
8/20/2018 Compared to.the same week last year, there were 192
cases reported We are 5 cases behind of the number reported this
week last year.

2018 to date

DuPage County 32
Kane County 4
Kendall 1

Lake 'County. 10

McHenry 1
Will County 3
Winnebago 1

Suburban Cook 47

Chicago . 67




Il.  Drug Resistance

Of the 187 cases repbrted thus far, 128 were culture positive. Of those
culture positive, 97 (78.5%) have their susceptlblhtles reported

'5 cases are resistant to Isoniazid and 2 cases are Multi- Drug ReSIstant
(resistant to both Isoniazid and Rifampin).

lIl. * Dead at Diagnosis or Died on Therapy.

_ For 2018, of the 187 cases reported thus far, 2 were dead at diagnosis
and 13 died during therapy.

IV. USbornvs Foreigh Born
For 2018, 39 cases are US born
147 cases are Foreign Born

| 1 case unknown status
V.  Education Opportunities

1. ICOT Conference August 30 in Springffeld _

2. Southern lilinois Regional Meeting November 14 in
Murphysboro o _-

3. Central lllinois Regional Meeting November 29 in

~ Bloomington ‘ _ ‘

4. Northern lilinois Regional Méeting December 13 in'Wh_eafon




" PROGRAM HIGHLIGHTS




OLD BUSINESS
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McHENRY CQUN.TY DEPARTMENT OF HEALTH

Tuberculosis Care and Tréatment Program

fircHenry Coun-ty T8 Board . . 2200 N, Seminary Avenue, Annex B
Mary Lou Ludicky, RN, MPH ‘ h Woodstock, lllinols 60098

President (815) 334-4500
James Mowery, M.D. ' . . : Fax (815) 815-0181

. Vice President

Rebecca Rockwood, MT (ASCP}
Secrelary

Iifan Hahz, 14.D.
Medical Director

2019 TB Board Meetmg Schedul

All meetings Wﬂl be at 8:00am in Buﬂdmg A Large Confelence Room of the MCDH on the following dates:

Jannary 15, 2019
March 19, 2019
May 21, 2019
July 16, 2019
Séptember 17,2019
November 19, 2019




 BOARDISSUES -




BY-LAWS *
o AND -
RULES AND REGULATIONS

MCHENRY COUNTY
TUBERCULOSIS CARE AND TREATMENT BOARD
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THIS BOARD SHALIL. ASSURE PROVISION FOR COMPLETE CARE TO INCLUDE..

MEDICAL CARE, REHABILITATION, SOCIAL SERVICES, AND PATIENT EDUCATION
AS 1S DEEMED NECESSARY TO EFFECT A CURE OF PERSONS AFFLICTED WITH

- TUBERCULOSIS.

 STATUTORY AUTHORITY

Tuberculosis Sanitarium 55 ILCS 5/5 23001 et. seq.
Department of Public Health Act 20 ILCS 2305/2.
‘Communicable Disease Report Act. 745 ILCS 45.

PURPOSE

The McHenry County Tuberculosis Care and . Treatment Board will assure provision for out- ‘

patient tuberculosis health care and treatment services either directly or by contractual
agreements to the residents of McHenry County. Those servicés shall include, but are not
limited to medical care; rehabilitation services, social services, patient education and community
education and screenings. In addition to patient care, the McHenry County Care and Treatment
Board is responsible for case finding, surveillance, and the overall planning and policy for
TUBERCULOSIS control efforts within its jurisdiction.

POLICY STATEMENT

Policies, procedures and guidelines of the McHenry County Tuberculosis Care and Treatment
Board are consistent with the recommendations of the American Thoracic Society, The
- Infectious Disease Society of America, The Centers for Disease Control and Prevention, and The
linois Department of Public Health.

BY-LAWS
ARTICLE L NAME

The name of this organization shall be-the McHenry County Tuberculosis Care and
Treatmeint Board.

ARTICLE I OBJECT

_ This Board .is formed for the purpose of controlling and eradicating the disease
tuberculosis in McHenry County, Illinois, and to administer the law of this State which applies

thereto. This Board proposes to cooperate to the fullest extent with all other official and -

voluntary agencies in this County, State and Nation which are functioning for improved public
health, insofar as such cooperation is consistent with the mtent of the legislation now in effect in
this State.
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ARTICLE HI. ~ STRATEGIES

The following strateg1es have been detelmmed to be fundamental to the prevention and '

control of tuberculosis: -

1. Provide education on tuberculoszs risks, screening, prevention, and- treatment to the
County’s healthcare plOVidel‘S commumty partners, and general public.

2. Conduct surveillance and sc1een1ngs of high risk populat;ons to identify latent or active
" tuberculosis.

3. Provide approprlate treatment and isolation of active cases of tuberculosis to assure cure

and prevent spread of tuberculosm in the community.

4. Offer prophylactic treatment to latent tuberculosis cases in order to prevent tuberculosis
infection from progressing to active disease.

-5, Identify and screen individuals who have been in contact with active tuberculosis cases in
order to determine if they have latent or active tuberculosis and to assure appropriate
treatment.

ARTICLE1V. MEMBERSHIP

The membership of this Board shall consist of three persons appointed by the chairman of

- the McHenry County Board with approval of the County Board: one at least of whom shall bea - -

licensed physician, ‘and all of whom shall be chosen with the reference to their special
qualifications for such office. (See 55 ILCS 5/5-23007)

ARTICLE V. TERM OF OFFICE: REMOVAL -

Each. member of the Board shall be appointed for a term of three years, or until a
SUCCESSOr iS appomted one member’s term expiring each year. The chairman or president, as the
case may be, of the County Board shall with advice and consent of the County Board, before the
first day of July each year, appoint one member to take the place of the retiring member, who
shall hold office for three (3) years and/or until his successor is appointed.

ARTICLE VL VACANCIES: COMPENSATION

Vacancies in this Care and Treatment Board, occasioned by removal, resignation or
otherwise, shall be reported to the McHenry County Board and be filled in like manner as
original appointments: and no member of this Care and Treatment Board shall receive
compensation as such, or be interested, either directly or indirectly, in the purchase or sale of any

supplies used in connection with the functioning of said Care and Treatment Board or any of the -

. Board’s statutory purposes, duties or obligations.
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ARTICLE VIL OFFICERS

A) The members. of this Care and Treatment Board, at the next scheduled meéting, after the

appointment of a new member or members, shall organize, by the election of one of their
number as president, one as vice president and one as secretary, and will elect such other
officers as they deem necessary.

B) Annually at the regular meeting in July, there shall be held an election of officers of this
Board. at such hour and place as the president may designate. Public notice of any
meeting shall be given by posting a copy of the notice at the principal office of the body
holding the meeting, or at the building in which the meeting is to be held. The agenda
must be posted at least forty-eight (48) howrs in advance. This meeting- shall be
considered a regular meeting and all business, which may be transacted at any regular
meeting, may be transacted at this-meeting. Every July, if that is the fiscal years of the
Board, public notice of all the regular meetmgs for the next year must be given to the

: publlc . .

C) Whenever a vacancy occurs in any office, the president shall appoint another member to
serve during the unexpired term of the office in which such vacancy exists. In case of a
vacancy in the ofﬁce of president, the VICC-pI‘CSIant shall serve out the unexpired term of
president.

D) All officers of this Board shall hold their respective offices from the date of election.in
July to the election meeting in July of the next year.

ARTICLE VI DUTIES OF OFFICERS

A) It shall be the duty of the presidént of this Board to preside over all regular and special
-~ meetings of this Board, and to perform all other duties not 1ncon31stent with the law. In
the absence of the President, the Vice Pres;dent shall preside.

ARTICLE IX. REGULAR MEETINGS

The McHenry County Tuberculosis Care and Treatment Board shall hold at least one
regular meeting quarterly, but may schedule regular meetings more frequently at such time and
" place as designated by the president of this Board. Regular meetings shall be cancelled, by the

President, if a quorum (at least 2 Board members) will not be available. An agenda shall be

posted and notice of time and place shall be given to members of the Board at least forty-eight

(48) hours prior thereto, by the president. No business concerning this Board shall be conducted

outside of a regular or called meeting. Regular meetings will conform and comply with Open
" Meetings Act, 5 ILCS 120/1 et. seq.

ARTICLE X. SPECIAL MEETINGS

A special meeting may be called by the president, or by the two (2) other members of this
Board, to be held at such time and place as the president, if he/she calls the special meeting, shall
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designate; or, to be held at such time and place as the other two members of this Board, if they -
call the special meeting, shall designate. All notices of special meetings shall be given in writing
forty-eight (48) hours before the time appointed therefore, meeting will conform and comply
with Open Meetings Act, 5 ILCS 120/1 et. seq. In the call for a special meeting there shall be
- stated the natare of business to be transacted and only such business as shall be stated in the call
_shall be transacted.

ARTICLE X1, FISCAL YEAR

1 The fiscal year of McHenry County Tuberculosis Care and Treatment Board shall
conform to and be identical with that of the McHenry County Board.

2. At the annual July meeting of this Board, they shall adopt the proposed budget prepared
by the Communicable Disease Coordinator, Director of Public Health Nursing, and
Public Health Administrator to be submitted to County Administration.

ART,ICLE XII. ORI)ER OF BUSINESS MEETINGS
The order of business at all regular meetings shall be as follows:

Call to Order

Public Participation
Consent Agenda, including corrections and approval of minutes of previous -
‘meeting

Monthly Report
Program Highlights
Old Business

New Business
Board Issues
Information Sharing
10 Executive Session
11. Adjournment

W

O oo

ARTICLE XIIL g' YUORUM

Any two members of this Board shall constitute a qliorum.
_ | ARTICLE XIV. AMENDMENTS OF BY-LAWS AND RULES AND REGULATIONS
" These by-laws and rules and réguiations of this Tuberculosis C&e and Treatment Board
- shall be reviewed annually at the November regular scheduled meeting and may be amended at

any regular or special meeting of this Board provided that all three members are present; and so
long as said amendment is not inconsistent with its (Constitution) Statutory Authority.
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ARTICLE XV. CONTRACTS

‘McHenry County Care and Treatment Board be allowed fo enter into any contracts that

will facilitate the management of Tuberculosis care and treatment services as may be authorized

..by law.

RULES AND REGULATIONS

I ELIGIBILITY FOR CARE

A person is entitled to receive the benefits provided for in conjunction with the Care and
Treatment Board in the County:

A. in which he/she resides at the time he/she is first diagnosed as having
“tuberculosis, or suspected. of having tuberculosis, for the period from the time of
that diagnosis until his/her case becomes inactive or he/she has res1ded outside of
that County, whichever first occurs;

B. in which he/she has resided with a known case of tuberculosis after moving from
the County where the case was first diagnosed; or

C. in which he/she has resided with a known, but inactive, case of tuberculosis which
subsequently is reactivated. :

The McHenry County Tuberculosis Care and Treatment Board may provide treatment to
any person afflicted with tuberculosis regardless of his residence (international travelers) or
does not meet Paragraph A, B, or C of this Section.

II. TREATMENT

A. The McHenry County Tuberculosis Care and Treatment Board shall provide out-
patient diagnostic, treatment and observation services to all persons residing in its
~County regardless the length of time of that residence.

B. Medication for treatment will be provided for both active and latent cases.

C. Persons afflicted with active tuberculosis who refuse the services-and facilities of
this Tuberculosis Care and Treatment Board shall be reported to the Illinois
Department of Public Health and shall be subject to isolation orders by the
County Public Health Administrator and State’s Attorney.

TIL X- RAYS
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A. The McHenry County Tuberculosis Care & Treatment Board shall provide chest'

x-rays of identified active and Iatent cases.

B. The McHenry County Tuberculosis Care-& Treatment Board shall provide x-rays
-for persons diagnosed or suspected of having extra-pulmonary tuberculosis, based
on recommendations by the Board’s licensed medial director.

[}

IV. REPORTS

A, All reports of x-ray findings and laboratory examinations of persons diagnosed or '
suspected of having active tuberculosis, as provided for by the McHenry County -

Tuberculosis Care & Treatment Board shall remain the property of this
Tuberculosis.Care and Treatment Board

‘B. Copies of all reports -as outhned in Scctlon IV-A. shall be provided to the
attending physician.
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ORIGINAL ARTICLE

Four Months of Rifampin or Nine Months
of Tsoniazid for Latent Tuberculosis in Adults

D. Menzies, M. Adjobimey, R. Ruslami, A, Trajman, O, Sow, H. Kim,
J. Obeng Baah, G.B. Marks, R. Long, V. Hoeppner, K. Elwood, H. Al-Jahdali,
M. Gninafon, L. Apriani, R.C. Koesoemadinata, A. Kritski, V. Rollz, B. 8ah,
A. Camara, L. Boakye, V.J. Cook, H. Goldberg, C. Valiquette, K. Hornby,
M.-J. Dion, P.-Z. Li, P.C. Hill, K. Schwartzman, and A. Benedetti

ABSTRACT

BACKGROUND

A 9-month regimen of iSoniazid can prevent active tubercu1031s in persons with latent
tuberculosis infection. However, the regimen has been associated with poor adherence
rates and with toxic effects.

METHODS .

In an open-label trial conducted in nine countries, we randomly assigned adults with
latent tuberculosis infection to receive treatment with a 4-month regimen of rifampin or
a 9-month regimen of isoniazid for the prevention of confirmed active tuberculosis
within 28 months after randomization. Noninferiority and potential superiority were
assessed. Secondary outcomes included clinically diagnosed active tuberculosis, adverse
events of grades 3 to 5, and completion of the treatment regimen. Outcomes wete adju-
dicated by independent review panels. -

RESULTS

Among the 3443 patients in the rifampin group, confirmed active tuberculosis developed.

in 4 and clinically diagnosed active tuberculosis developed in 4 during 7732 person-years
of follow-up, as compared with 4 and 5 patients, respectively, among 3416 patients in the
isoniazid group during 7652 person-years of follow-up. The rate differences (rifampin
minus isoniazid) were less than 0.01 cases per 100 person-years (95% confidence intet-
val [CI], —0.14 to 0.16) for confirmed active tuberculosis and less than 0.01 cases per 100
person-years (95% CI, —0.23 to 0.22) for confirmed or clinically diagnosed tuberculosis.
The. upper boundaries of the 95% confidence interval for the rate differences of the
confirmed cases and for the confirmed or clinically diagnosed cases of tuberculosis
wete less than the prespecified noninferiority margin of 0.75 percentage points in cu-
mulative incidence; the rifampin regimen was not superior to the isoniazid regimen. The
difference in the treatment-completion rates was 15.1 percentage points (95% CI, 12.7
to 17.4). The rate differences for adverse events of grade 3 to 5 occurting within 146 days
(120% of the 4-month planned duration of the rifampin regimen) were ~1.1 percentage

points (95% CI, —1.9 to —0.4) for all events and ~1.2 percentage points (95% CI, ~1.7 to ~

-0.7) for hepatotoxic events.

CONCLUSIONS

The 4-month regimen of rifampin was not inferior to the 9-month regimen of isoniazid
for the prevention of active tuberculosis and was associated with a higher rate of treat-
ment completion and better safety. (Funded by the Canadian Institutes of Health Research
and the Australian National Health and Medical Research Council; ClinicalTrials.gov
number, NCT00931736.)
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RIFAMPIN VS, ISONIAZID FOR TUBERCULOSIS IN ADULTS

problem, with an estimated 10. 4 million
.. new cases of tuberculosis worldwide in
20152 It has been estimated that one quarter of
the global population has latent tuberculosis
infection.? There is a growing recognition that,
given this enormous reservoir, the treatment of
_ latent tuberculosis infection is a key part of the
End TB Strategy** and the tuberculosis-elimina-
tion plans in high-income countries.®

Many authorities, including the World Health

~ Organization (WHO), recommend the treatment
of latent.tuberculosis infection with isoniazid
for 6 or 9 months,®® with the longer duration
showing-evidence of greater protective efficacy’®
Howevet, the benefit of treatment with isoniazid
is substantially reduced because of poor rates of
regimen completion®® and because of hepato-
toxic effects.!t Observational studies'** have
shown superior rates of regimen completion and
lower rates of hepatotoxic effects with a 4-month
regimen of daily rifampin than with the 9-month

_ regimen of isoniazid. In an earlier trial, a
3-month regimen of daily rifampin was signifi-
cantly superior to placebo and provided equiva-
lent reduction in the incidence of tuberculosis as
the 6-month regimen of isoniazid."”

We have previously reported the results of
two randomized trials ih which a 4-month regi-
men of rifampin was associated with a signifi-
cantly lower incidence of grade 3 or 4 drug-related

. adverse events, lower costs, and a higher rate of
treatment completion than a 9-month isoniazid
regimen.®®® In this phase 3 trial, we compared

?EUBERCULOSIS IS A MAJOR GLOBAL HEALTH

the effectiveness and efficacy of a 4-month regi-’

men of rifampin with a 9-month regimen of iso-
niazid for the prevention of active tuberculosis.

METHODS

TRIAL DESIGN AND OBJECTIVES .
We conducted an open-label, parallel-group, ran-
domized, controlled trial comparing a 4-month
regimen of rifampin with a 9-month regimen of
isoniazid for the treatment of latent tuberculosis
infection in adults. The primary objective was to
compare the rates of confirmed active tubercu-
losis in the two groups among all eligible pa-
tients during 28 months after randomization
.(modified intention-to-treat analysis, defined as
the study population remaining after valid and
prespecified exclusions after randomization) (see
the protocol, available with the full text of this

article at NEJM.org). The secondary objectlves
were to compare the following in the two
groups: the rate of confirmed active tuberculosis
plus clinically diagnosed active tuberculosis per
100 person-years; the rate of confirmed or clini-
cally diagnosed tuberculosis per 100 person-years
among patients who completed the trial therapy
per the protocol; the cumulative incidence of

adverse events of grades 3 to 5, overall and those

considered by the adjudication panel to be drug-
related and occurring throughout the course of
therapy or within the maximum time allowed
for the completion of the rifampin regimen
(120% of 4 months, or 146 days); the petcentage
of patients in each trial group who completed
the trial therapy, which was defined as receipt
of at least 80% of the doses; and the rate of
drug-resistant active tuberculosis per 100 person-
years.

INTERVENTIONS

The control regimen was oral isoniazid at a dose
of 5 mg per kilogram of body weight (maximum
dose, 300 mg) taken daily for 9 months (270
doses), with vitamin B, (pyridoxine) added for
adults who were at risk for neuropathy.5® The
experimental regimen was oral rifampin at a
dose of 10 mg per kilogram (maximum dose,
600 mg) taken daily for 4 months (120 doses).
The trial drugs were purchased at full cost, unless
they were provided free of charge by the local
tuberculosis program; no sponsor paid for drugs,
in part or in whole.

POPULATION ELIGIBILITY AND RANDOMIZATION
The selected trial sites in Australia, Benin, Brazil,
Canada, Ghana, Guinea, Indonesia, Saudi Ara-
bia, and South Korea had extensive experience in
previous clinical trials. Trial staff at all the sites
received initial training in Good Clinical Prac-
tice and trial procedures, and monitoring visits
were conducted twice per year (see the Supple-
mentary Appendix, available at NEJM.org).
Adults (18 years of age or older) were enrolled
if they had a documented positive tuberculin
skin test or interferon-y-release assay, if they
met the criteria for an increased risk of reactiva-
tion to active tuberculosis (see the Supplementary
Appendix),#® and if their provider recommended
treatment with isoniazid. Before randomization,
adults underwent medical evaluation, including
radiography of the chest, to rule out active tuber-
culosis. Testing for the human immunodefi-
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ciency virus (HIV) was offered to participants

who had risk factors for HIV infection. The ex-

clusion criteria were exposure to a patient with
active tuberculosis whose isolates were resistant
to either trial drug, current or planned preg-
nancy, the use of medications with potentially
serious interactions with either trial drug, his-
tory of allergy to either trial drug, or current
active tuberculosis. All the eligible patents pro-
vided written informed consent.

‘Randomization was generated centrally, by

computer, in blocks of varying length (2 to 8)
and stratified according to center with an assign-
ment-ratio of 1:1. All the contacts within the same
household were assigned to the same trial group
if they were all identified within the same week.

ASCERTAINMENT OF ACTIVE TUBERCULOSIS

Follow-up during treatment occurred monthly for
the first 2 months and at a minimum of every
8 weeks thereafter. Follow-up after treatment
began after the participant completed or discon-
tinued treatment and was conducted by tele-
phone, visits at the health facility, or home visits
every 3 months until 28 months after random-

ization. Hence, the minimum number of total .

trial-related visits was 11 for participants who
had been randomly assigned to the 4-month ri-
fampin regimen and 12 for those who had been
randomly assigned to the 9-month isoniazid regi-
men. Suspected active tuberculosis was investi-
gated according to a standard protocol. The
names of all the trial participants who did not
complete 28 months of follow-up or who had
confirmed or clinically diagnosed active tuber-
culosis, plus the names of a random 10% sample
of participants who completed follow-up, were
sent to the local tuberculosis program to ascer-
tain whether any of these participants had been
reported, as having received a diagnosis of active
tuberculosis.

Confirmed tuberculosis was defined as a posi-
tive culture for Mycobacterium tuberculosis or a find-
ing of caseating granulomas in a biopsy speci-
men obtained from any site. If there were no
culture results, a positive acid-fast smear or a posi-
tive nucleic acid amplification test for M. tubercu-
losis complex was considered to be confirmatory.
All clinical, radiologic, and microbiologic infor-
mation of the participants with suspected active
tuberculosis, including the response to treat-
ment for active tuberculosis, was reviewed by a

panel of three physicians who had experience
regarding tuberculosis. The panel members were

unaware of the trial-group assignments and the .

evaluations of the care providers, and each physi-
cian independently judged whether active tuber-
culosis was probable or unlikely. Clinically diag-
nosed tuberculosis was defined ‘as a judgment
of probable active tuberculosis by at least two of
the three physicians.

MEASUREMENT OF TREATMENT COMPLETION '
Patients brought all the remaining doses of the
trial drag to every visit for pill counts. Treatment
completion was defined as receipt of at least

-80% of the doses within 12 months for rifampin

or within 18 months for isoniazid. This threshold
was selected because of evidence that efficacy
was greatest if at least 80% of the doses of iso-
niazid were taken'® and evidence that the total

number of doses taken is the key determinant in '

the prevention of tuberculosis.”® Treatinent com-
pletion per protocol was defined as receipt of at
least 80% of the recommended doses within the
allowed time (146 days for the rifampin regimen
and 324 days for the isoniazid regimen).

MEASUREMENT OF SAFETY DURING TREATMENT

At each follow-up visit, participants were ques-

tioned about and examined for adverse events.
Suspected adverse evénts were investigated, man-
aged, and reported according to standardized
protocols (see Part 2 in the Supplementary Ap-
pendix). Information about suspected adverse
events was reviewed by a different three-member
panel who had expertise in clinical~epidemio-
logic tuberculosis research; these panel members
were also unaware of the trial-group assignments
and the judgments of the care providers. Panel
members independently judged the severity of
adverse events according to published recom-
mendations (for hepatic events®* and for all
other events??) and categorized the events as
follows: an adverse event that was not related to
a trial drug; an adverse event of grade 1 or 2 that
was related to a trial drug (not serious); an ad-
verse event of grade 3 or 4 that was related to a
trial drug (generally considered to lead to trial-
drug discontinuation jf related to 4 trial drug);
or a grade 5 event (death) that was related to a
trial drug. If opinions differed, the majority opin-
ion was used; if all three opinions differed, the
panel members rereviewed the blinded data.
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RIFAMPIN VS. ISONTAZID FOR TUSERCULOSIS IN ADULTS

OVERSIGHT

~ This trial was approved by the Biomedical Clini-
cal Research Ethics Board of the McGill Univer-
sity Health Centre Research Institute and by the
responsible ethics review committee at each par-
ticipating site. All the authors vouch for the ac-
curacy and completeness of the data and analy-
ses presented and for the fidelity of the trial to
the protocol.

STATISTICAL ANALYSIS

We originally planned that a sample of 3283
*participants in each group would provide the

-, trial with at least 80% power (at an alpha level

of 0.05) to detect 81gn1ﬁcantly superior effective-
ness of the rifampin regunen as compared with
the isoniazid regimen in preventing tuberculo-
sis. For the assessment of tuberculosis preven-
tion, we planned to include the 847 participants
from the earlier phase 2 trial because they had
. been enrolled, undergone randomization, and
had been treated and followed according to the
same methods.- (For details, see the articles by
Menzies et al.” and Aspler et al.'®) To account for

a potential 15% loss to follow-up (on the basis ™

of the results in the phase 2 trial) and clustering
within households, we increased enrollment to
6800 participants.

We also prespecified that this number of par-
ticipants would provide the trial with more than
90% power to declare noninferior efficacy of the
4-month rifampin regimen, with a maximum
tolerated difference in cumuiative incidence be-
tween the two regimens of 0.75 percentage
points. This value was based on an expected
cumulative incidence of 3% over a 28-month
period among untreated close contacts or other
high-risk persons,*??5 a 90% protective efficacy
of the 9-month isoniazid regimen,® and a mini-
murmn acceptable efficacy of the 4-month rifampin
regimen of 65% (vhich had been achieved with
the 6-month isoniazid regimen in previous trials'®
and was widely considered to be sufficiently
acceptable for use®®), -

Statistical analyses were directed by the prin-
cipal investigator and co-investigators, who re-
mained unaware of the trial-group assignments
until the analyses had been completed. Differ-
ences between groups were tested for signifi-
cance by Student’s t-test (if normally distributed)
or a Wilcoxon two-sample test (if not normally
distributed) or by chi-square analysis for categor-

-ical variables. Rates of active tuberculosis were

based on person-time of follow-up; patients who

-were lost to follow-up contributed to person-

time until the date of the last contact.
Rate differences and their 95% confidence
intervals were estimated with the use of general-

ized estimating equations to account for cluster-.

ing in families, on the basis of Poisson distribu-
tion, with a log link.* The differences in the
treatment-completion rates and the risk differ-
ences for adverse events; with 95% confidence
intervals, were calculated with a binomial distri-
bution with an identity link, with the use of
generalized estimating equations. If there were
no events, risk differences were estimated with
the use of the method of Newcombe.?” When
superiority was not found, noninferiority with re-
gard to rates of active tuberculosis was assessed
by comparing the upper limit of the confidence
interval of the rate difference to the prespecified
margin 22

Interim analyses for safety were performed
after 25%, 50%, and 75% of the participants had
been enrolled, and the analyses were reviewed by
the data and safety monitoring board. Full de-
tails of the trial design and analyses are pro-
vided in the protocol and the statistical analysis
plan. All the analyses were performed with the
use of SAS software, version 9.4 (SAS Institute).

RESULTS

TREAL PARTICIPANTS

The treatment-phase results in'the 847 partici-
pants who were included in the earlier safety
(phase 2) trial have been reported previously"
and are not repeated here. In those participants,
only the post-treatment outcomes of active tu-
berculosis are reported here. In the phase 3 trial,
we assessed 16,907 potential participants from
October 2009 through December 2014, of whom
6063 underwent randomization (Fig. 1). Of these,
37 participants were excluded after randomiza-
tion because they were close contacts of patients
with active tuberculosis that was caused by iso-
lates resistant to isoniazid or rifampin and 14
withdrew consent, which left 6012 adults in the
modified intention-to-treat analysis. Of these,
5744 participants (95.5%) completed 28 months
of follow-up after treatment. Of the 847 par-
ticipants who had been in the safety trial, 614
{(72.5%) completed follow-up after treatment.
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16,907 Patienis were assessed for eligibility {in 2009-2014)

10,844 V/ere excluded before randomization
+- 9926 Did not meet eligibility criterla
918 Declined to participate

6063 Underwent randomization

4

3016 Vere assigned to receive 9-mo reglmen 3047 Were assigned to receive 4-mo regimen
of isoniazid of rifampin
18 Were excluded per protocol because they 19 Were excluded per protocol because they
were close contacts of a patient with were dose contacts of a patient with
active tuberculosis that was resistant : active tuberculosis that was resistant
to isoniazid or rifampin . toisoniazid or rifampln
3 Withdrew consent 5 Withdrew consent
- r " =
2989 Were included in the modified inteation-to- 3023 VWere included in the modified intention-to-
. treat population . treat population
1099 Did not complete treatment 641 Did not complete t(eatment
4 Died during treatment 1 Had active tuberculosis
1 Had active tuberculosis 2382 Completed treatment {=80% doses)
1850 Completed treatment {=80% doses) 246 Completed treatment but not within
163 Completed treatment but not within . - time allowed by prototol
time allowed by protocol 2136 Completed treatment within allowed
1727 Completed treatment within alloved time per protocol
time per protocol
427 Were included from isoniazid . | 420 Were included from_nfampm
group in phase 2 trial group in phase 2 trial
172 Did not | ) 92 Did not complete treatment
coraplete treatment . m 53 Completed treatment
51 Completed treatment Sl . pleted Lreatmen
pe X but not in allowed time
but not in allowed time leted treatment
204 Completed treatment . A 275 Completed treatmen
per protoco}
per protocol .
. 4 - i
1931 Recelved at least 80% 1481 Did not complete therapy 2411 Recelved at least 80% 1032 Did not complete therapy
of doses within allowed per protocol of doses within atlowed } per protocol
time per protocol 1297 Completed follow-up + fime per protocel 390 Completed follow-up
1841 Completed follow-up {3031 person-yr) 2286 Completed follow-up {2072 person-yr)
{4301 person-yr) 178 Were lost to follow-up {5337 person-yr) 131 VWere lost to follow-up
82 Were lost to follow-up 6 Died {188 person-ys} 114 Were lost to follow-up - 11 Died {155 person-yr)
8 Died {132 person-yr) - 11 Died (168 person-yr} -

Figure 1, Adult Participants in Phase 2 and 3 Trials for Primary Outcome of Active Tuberculosis.

The number of patients from the phase 2 tria} who completed the rifampin regimen per protocol was smaller than in the previous report?
because of the shorter allowed time in the current analysis. Among the patients in the isoniazid group who did not camplete therapy per
protocol, four died during treatment and are not included in this subgroup in the figure. In the two trial geoups, the subgroups of patients
who completed foltow-up exclude patients in whom active tuberculosis developed. The deaths that are listed in the bottom row of boxes
were deemed not to be related to tuberculosis. '
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RIFAMPIN V5. ISONIAZID FOR TUBERCULOSIS IN ADULTS

The demographic and clinical characteristics
of the participants in the two groups of the
phase 3 trial are shown in Table 1. More than
70% of the participants were close contacts of
someone with tuberculosis, and 854 of the total
6012 participants (14.2%) lived with at least one
other trial participant. Table S1 in'the Supple-
mentary Appendix presents the characteristics of
the participants, according to trial group, in the
phase 2 and 3 trials combined.

The rate of treatment completion in the phase
3 trial was significantly higher with the 4-month
rifampin regimen than with the 9-month isonia-
zid regimen (difference, 15.1 percentage points;
95% confidence interval {CI}, 12.7 to 17.4) (Ta-
ble 2). Table S2 in the Supplementary Appendix
shows the results regarding treatment comple-
tion for the phase 2 and 3 trials combined.

The most common reason for noncompletion
of the treatment regimen was the participant’s
decision to stop taking the trial drug. There
were significant differences in demographic and
clinical characteristics between participants who
completed therapy and those who did not, and
there were also significant differences between
participants who completed the full 28 months
of follow-up and those who were lost to follow-
up. Among the participants who did not com-
plete therapy or follow-up, there were no signifi-
cant differences in characteristics between the
two trial groups. Details are provided in Tables
S5 through S8 in the Supplementary Appendix.

EFFICACY
There were eight cases of confirmed active tuber-
culosis and nine cases of clinically diagnosed
active tuberculosis during active follow-up in the
phase 2 and 3 trials combined (Table 3). Seven
of the eight patients with confirmed tuberculo-
sis and five of the nine patients with clinically
diagnosed tuberculosis had also been reported
to the local tuberculosis authorities as having re-
ceived a diagnosis of active tuberculosis, but no
additional cases were detected by passive case-
finding procedures.

The differences in rates between the rifam-
pin group and the isoniazid group were as fol-
lows: for confirmed tuberculosis in the modified

intention-to-treat population, the difference was
less than 0.01 cases per 100 person-years (95%

Cl, -0.14 to 0.16), which is equivalent to a dif-
ference in the -cumulative incidence over the
28-month period of less than 0.02 (95% CI,
—0.33 to 0.37). The difference for confirmed or
clinically diagnosed tuberculosis in the modi-
fied intention-to-treat population was less than
0.01 cases per 100 person-years (95% CI, ~0.23
t0*0.22, which is equivalent to ~0.54 to 0.51 over
the 28-month period); and for confirmed or
clinically diagnosed tuberculosis in the per-pro-
toco! analysis, the difference was ~0.02 cases

.per 100 person-years (95% CI, —0.30 to 0.26,

which is equivalent to —0.70 to 0.61 over the

28-month period). Among the phase 3 trial par--

ticipants who completed therapy per the proto-

col, the rate difference between the rifampin

group and the isoniazid group for confirmed
plus clinically diagnosed tuberculosis was —0.02
cases per 100 person-years (95% CI, —0.33 to
0.29, which is equivalent to -0.77 to 0.68 over
the 28-month petiod) (Table 4),

In all these analyses, the upper boundary of
the 95% confidence interval for the difference in
the rates of confirmed active tuberculosis or of
confirmed or clinically diagnosed tuberculosis

was less than the prespecified margin for non-

inferiority. However, the rifampin regimen was
not superior to the isoniazid regimen.

DRUG RESISTANCE

Among the eight participants with confirmed ac-
tive tuberculosis, drug-susceptibility test results
were not available for four (three cases were di-
agnosed on the basis of histologic evidence of
necrotizing granulomas, and cultures were con-
taminated in the fourth), two had susceptibility
to all drugs tested, and isolates obtained from
two participants showed drug resistance. One
participant received a diagnosis of isoniazid-
resistant active tuberculosis 8 weeks after start-
ing isoniazid, and the other received a diagnosis
of active tuberculosis less than 2 months after
the completion of the 4-month rifampin regimen.
The isolate that was obtained from this patient
showed resistance to rifampin, according to
Xpert MTB/RIF testing, although the isolate was
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Table 1. Characteristics of the Participants in the Phase 3 Trial {Modified Intention-to-Treat Population).*
» isoniazid Rifampin - TYotal
Characteristic {N=2989) {N=3023) {N=6012)
Country of trial center— no. (%) ’
Australia . 91(3.0) 100 (3.3) 191 (3.2)
Benin 574 (19.2) 576 (19.1) 1150 (19.1)
Brazil © 447 (15.0) 441 (14.6) 888 (14.8)
Canada 524 (17.5) - 518 (17.1) - 1042 (172.3)
Ghana 181 (6.1) 187 (6.2) 368 (6.1)
Guinea 428 (143) 444 (14.7) 872 (14.5)
Indonesia £2045 423 (40) 855 (14.2)
Saudi Arabia . ' - 27 (0.9) 34(13) 61 (1.0)
South Korea o 285 (9.5) 300 (9.9) 585 (9.7}
Age —yr 38.5+13.8 383140 38.4x13.9
Age group — no. {%) ’ )
18-35yr - 1399 (46.8) . 1421 (47.0) 2820 (46.9)
36-50yr ‘ 974 (32.6) 977 32.3) - 1951 (32.5)
51-90yr 616 (20.6) 625 (20.7) - 1241 (20.6)
Male sex — na. (%} . 1252 (41.9) . 1208 (40.0) 2460 (40.9)
Median height (interquartile range) — m i 16 (1.6-1.7) 16 (1.6-1.7) 1.6 (1.6-1.7)
Median weight (interquartile range) — kg ' 63.0 {55.0-73.0)  63.0 (55.0-74.0)  63.0 (55.0-73.0)
Median body-mass i;1dex (interquartile range) 7 23.8_(21.0—27.9) 240 (21.0;27.0) 23.9 (21.0-27.0)
Reaction size on tuberculin skin test— no. (%)
5-9 mm ' 312 (10.4) 302 (10.0) 614 (10.2)
_10-14mm . 1102 (36.9) 1086 (35.9) 2188 (36.4)
215 mm 1525 (51.0) - 1590 {52.6) 3115 (51.8)
No tuberculin skin test and IGRA-pasitive 50 (1.7).' 45 (L.5) 95 (1.6)
Risk factor as indication for treatment — no. .(%) )
HIV infection 123 (4.1) 119 (3.9) 242 (4.0)
Confirmed active tuberculosis in close contactf - 2146 (71.8) - 2102 (69.5) 4248 (70.7)
Confirmed active tuberculosis in casual contact 348 (11.6) 398 (13.2) - 746 (12.4)
Other immunosuppressive condition or therapy{ 95 (3.2} 100 (3.3) 195 (3.2)
Upper-lébe fibronodular disease with area 22 cm? 2({0.1) 6(0.2) 8 {0.1)
" Combined risk factors — no. 98] . . .
Tuberculin skin test result of 10-14 mm and two 45 (1.5) - 57 (1.9 102 (1.7y .
of four risk factors )
Tuberculin skin test result of 215 mm or IGRA- 230(1.7) 241 (3.0) ‘ 471 (7.8)
positive and one of four risk factors
Result on chest radiography — no. (%)
Normal ‘ 2350 (78.6) 2365 (78.2) 4715 (78.4)
Apical or upper-lobe fibronodular abnormality :
»2 em? ' . 79 {2.6) 79 (2.6) 158 (2.6)
<2cm? . v 68 23) 75 {2.5) 143 (2.4)
Granuloma 95 (3.2) 85 (2.8) 180 (3.0)
Costophrenic angle blunting 15 (0.5) 18 {0.6) 33 (0.5)
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\ RIFAMPIN VS, ISONIAZID FOR TUBERCULOSIS IN ADULTS

.Table 1, {Continued.) ‘ ) '
Isoniazid Rifampin ! Total
| Characteristic : {N=2989) {N=3023) (N=6012)
Hilar lymph-node enlargement 47 (1.6} ' 55 (1.8) 102 (1.7)
Other possible tuberculosis-related abnormality ‘ 56 (1.9) - 68 (2.2) 124 (2.1
Abnormal result but not tubercu!osis-rel'ated 279 (9.3) A 278 (3.2) ‘ 557 (9.3)

#* Plus—minus values are means +SD, There were no significant differences between the two trial groups at the 0.05 signifi-
cance fevel. Percentages may not total 100 because of rounding. The characteristics of the participants in the phase 2
trial have been reported by Menzies et al.'® Table S1 in the Supplementary Appendix shows the characteristics of the
participants in the phase 2 and 3 trials combined. HIV denotes human smmunodef‘cmncy virus.

, The body-mass index is the weight in kilograras divided by the square of the height in meters.

A total of 95 participants did not undergo a tuberculin skin test but had a positive interferon-y—release assay (IGRA).

§ Close contacts were defined as having at least 4 hours per week of contact with a patient with confirmed active pul-
monary tuberculosis. Of the dose contacts, 854 (14.2% of all the participants) lived in the same household as at feast
1 other trial participant, of whom 436 had been randomiy assigned to the 9-month isoniazid regimen and 418 had been
randomly assigned to the 4-month rifampin regimen.

€ Other immune-suppressive condition or therapy was defined as diabetes, tumor necrosis factor a—inhlbltor therapy, or
renal failure,

J The four factors were the following: born or living in a country with an incidence of tuberculosis or more than 100 cases

" per 100,000 population; Aboriginal Canadian living on reserve; body-mass index of less than 19; and an abnormaf result

on radiograph y of the chest that was consistent with past tuberculosis infection (upper-lobe fibronodular disease with

2rea of <2 cm

or granulomas, calcified hilar lymph nades, costophrenic angle blunting, or apical cap).

pansusceptible on traditional phenotypic testing.
These two participants were both household
contacts of participants with new cases of active
tuberculosis who had been enrolled at sites
where the diagnosis of index cases was based on
smear microscopy alone, so drug-susceptibility
results were not available for either index case.
- All the participants with active tuberculosis,
including the two with drug-resistant isolates,
were treated successfully and remained free
from djsease according to clinical and imaging
assessments for at least 1 year after the end of
treatment.

SAFETY )

To account for the potential problem of differen-
tial ascertainment, owing to the fact that the
duration of the isoniazid- regimen was longer
than the duration of the rifampin regimen, we

estimated rate differences for adverse events that .

occurred during the first 146 days after random-
ization. The rifampin group had significantly
lower rates of adverse events of grades 3 to 5 than
the isoniazid group in analyses that included all
such adverse events (rate difference, ~1.1 per-
centage points; 95% CI, -1.9 to —0.4) and in
analyses that included only adverse events that
were considered by the independent panel to be
related to the trial drug (1.0 percentage point;
95% CI, —1.6 to ~0.4) (Table 5).

Drug-induced hepatitis was the most common
adverse event of grade 3 or 4 overall and was
significantly less frequent in the rifampin group
than in the isoniazid group in analyses that in-
cluded all such events, that included only events
that were adjudicated as being possibly or prob-
ably related to the trial drug, and that included

only events occurring in the first 146 days. Table -

83 in the Supplementary Appendix shows the
results regarding total adverse events in the
phase 2 and 3 trials combined, and Table 84 in
the Supplementaty Appendix shows the results
for other types of adverse events.

DISCUSSION

In this trial involving more than 6800 adults in
nine countries, a 4-month regimen of rifampin

was not inferior to a 9-month regimen of isonia--

zid in preventing active tuberculosis; however,
the rifampin regimen was also not superior to
the isoniazid regimen., The rate of treatment
completion was higher in the rifampin group
than in the isoniazid group. In the rifampin
group, there was a significantly lower incidence
of adverse events of grades 3 to S, particularly
hepatotoxic adverse events,.than in the isoniazid

group in analyses that included all such adverse

events, that included only events that were adju-
dicated as being drug-related, and that included
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Table 2. Completion of Treatment in the Phase 3 Trial (Mbdiﬁéd Intention-to-Treat Population).* .
) Isoniazid
Variable {N=2989)
Treatment completed — no. {%)1 1890 (63.2)
Within aflowed time 1727 (57.8)
Not within time allowed by protocol 163 (5.5)
Treatment not completed for any reason — no. (%)% 1099 (36.8)
Death during treatment period deerned to be not 3(0.1)
related to therapy
Diagnosis of active tuberculosis during treatment 1(<0.1)
period .
Never started therapy, by participant's decision 180 (6.0}
Therapy stopped permanently for event, and partici- ’
pant had not already completed treatment
Grade 1-4 event ) 143 (4.8)
Grade 3 or 4 event 90 (3.0)
Therapy started, but participant decided to stop 772 (25.8)
treatment§
Received 50-79% of doses 188 (6.3)
Received 1-49% of doses 585 (19:6)
Median no. of doses taken by participants who did not 84 (33-122)
' complete treatment but received =1 dos
(interquartile range) :

Rifampin Difference
{N=3023) {95% Ci) P Value
percentage points
2382 (78.8) 15.1 (12.7-17.4) <0.001
2136 (70.7) 121 (9.6-14.6) <0.001
246 (8.1) 2.8
641 (21.2) -15.1
0 -0.1
1(<0.1) <0.1
136 (4.5) 26
68 (2.2) - -26
37 (1.2) -1.8
436 (14.4) . -11.4
142 (4.7) , -7
295 (9.8) T 96
30 (22-60) -

* The modified intention-to-treat population included eligible patients who undenvent randormization. The completion of treatment among

* the participants in the phase 2 trial is described by Menzies et al.!® Table S2 in the Supplementary Appendix shows the results regarding -
completion of treatment according to trial group among participants in the phase 2 and 3 trials combined. The differences in the treatment-
completion rates and the risk differences for adverse events, with 95% confidence intgrvals, were calculated with a binomial distribution
with an identity link, with the use of generalized estimating equations to account for potential clustering within families; hence, the differ-
ences may not sum as expected. This approach accounts for the correlation of participants coming from the same household. Significance.
testing was performed only for the two outcomes that were judged a priori to be the most important.

‘f Completion of treatment was defined as receipt of at least 80% of doses. The time allowed per protocol was 120% of 4 months (for the
rifampin group) or 9 months (for the isoniazid group). A total of 11 patients had adverse events of grade 3 or 4 but had already received
more than 80% of the medication doses. An additional 5 participants stopped owing to adverse events of grade 3 or 4 but then restarted
and completed therapy. Data from all 16 of these participants are shown in this table as completed. :

i Atotal of 91 patients who did not complete the trial therapy started alternative therapy for latent tuberculosis infection; of these patients, 63
had stopped the teal therapy because of an adverse event and 7 never started the trial therapy {Table 528 in the Supplementary Appendix).

§ Data include three patients who stopped owing to adverse events and then-restarted but then later decided to stop trial therapy. :

only.events that occurred in the first 146 days
after randomization. ’

This trial had a number of strengths. Selection
bias should have been minimized by randomiza-
tion and by the absence of differences in the
demographic and clinical characteristics between
the two trial groups among the participants who
did not complete therapy and among those did
not complete follow-up. Of the 6859 participants
who were included in the modified intention-to-
treat analysis from the phase 2 and 3 trials, only
7.9% did not complete 28 months of follow-up,
although the rate of loss to follow-up was higher

in the phage 2 trial than in the phase 3 trial.
This result should have enhanced our likelihood
of detecting active tuberculosis, which was fur-
ther enhanced by the passive case-finding strat-
egy to detect active tuberculosis among partici-
pants who had been lost to follow-up. The large
sample size provided adequate power to detect
clinically meaningful differences between the
two regimens. The trial sites were in settings that
had widely varying levels of resources, which
may enhance the generalizability of the results.
Active tuberculosis and adverse events were as-
sessed according to detailed protocols for inves-

N ENGL) MED 370;5 NEJM.ORG AUGUST 2, 2018

: The New England Joumal of Medicine
Downloaded from nejm.org on September 5, 2018. For personal use only. No other uses without permission.
Copyright © 2018 Massachusetts Medical Society. All rights reserved.

v




RIFAMPIN VS. ISONTAZID FOR TUBERCULOSIS IN ADULTS

Table 3, Primary End Point of Occurrence of Active Tuberculosis among All Participants.*

Variable

Modified intention-to-treat analysis

No. of participants

Completed 28 mo of follov-up — no. (%)
Total person-yr of follovr-up

No. of confirmed or clinically diagnosed cases of active
tuberculosis{

Microbiologically confirmed active tuberculosis

Clinically diagnosed tuberculosis:

No. of cases of active tuberculosis per 100 personyr -

Rate Difference

Isoniazid Rifampin {95% Cl}
3416 3443 . —
3138 (91.9) 3178 (92.3) 0.4 (-09t01.7)
7652 7732 - —
9 8 —
4 4 _—
5 4 —_

No. of confirmed or clinically diagnosed cases of active
tuberculosis per 100 person-yr {35% Ci}

0.11 {0.05 t0 0.27)

(959 C1)
Confirmed cases 0.05 {0.02 t0 0.14) 0.05 {0.02 t0 0.14) <0.01 (-0.14 to 0.16)
Confirmed or clinically diagnosed cases 0.11 {0.05 to 0.21) 0.10 (005t00.21)  <0.01 (—0.23 10 0.22)
Per-protocol analysis '
No. of participants C o~ 1931 2411 —
Total no. of person-yr of fellov-up 4423 5503 —
No. of confirmed or clinically dlagnosed cases of active 5 5 —
tuberculosis
Microbiologically confirmed active tuberculosis 1 .3 —
Clinically diagnosed tuberculosis 4 ) 2 —

0.09 (0.04 t0 0.22)

-0.02 {-0.30 to 0.26)

P Value

Q.57

0.76
0.98

0.77

* This analysis was the planned primary analysis combining the incidence of active tuberculosis among participants in the phase 3 (effective-
ness) trial and the phase 2 (safety) trial. A total of 847 participants from the phase 2 trial contributed 1686 person-years of follow-up to the
modified intention-to-treat analysis, and 479 contributed 1032 person.yeass to the per-protocol analysis. The per-protocol analysis included
only participants who received at least 80% of the doses in allowed time. The rate difference and P value were estimated by a Poissan model
with the use of generalized estimating equations with a log link, and the inclusion of the log of person-time as an offset. An exchangeable
correlation structure with robust standard errors was used to account for the correlation of participants coming from the same household
{Proc Genmod, then the NLEstimate macro in SAS software). Differences between rates of follow-up are shown in percentage points, and
differences between rates of active tuberculosis are shown in numbers of cases per 100 person-years. Person-years were based on the total

amount of follow-up from randomization until 28 months, date of last contact, or death or occurrence of active tuberculosis.

+ All the cases of active tuberculosis were ascertained by means of active follow-up. Passive case-finding procedures did not detect any addi-

tuonal tuberculosis cases but did redetect seven of the eight confirmed cases and five of the nine clinically diagnosed cases.
+ The cases of clinically diagnosed tuberculosis were judged to be probable cases of active tuberculosis by the review panel.

tigation and management and were adjudicated
in a blinded fashion by independent panels. The
trial drugs were administered by the participants
themselves daily, so treatment completion and
the detection of adverse events are presumed to
- be less affected by the mode of administration
than would be the case in trials that compared
participant-administered isoniazid with adminis-
tration of isoniazid-rifapentine that was directly
observed by health personnel 33

This trial has a number of important limita:
tions. The open-label design may have introduced
bias in the ascertainment of treatment comple-
tion or adverse events; however, this approach

has been used previously in trials of rifamycin-
based regimens®**** to take advantage of their
shorter duration. To safeguard against bias, all

the final diagnoses of adverse events and active

tuberculosis were made by independent review
panels whose members were unaware of the
trial-group assignments. Treatment completion
was based on the assessments of the patients
and providers in addition to pill counts, whith
are not highly reliable methods.3>%¢ In total, only
255 participants with HIV infection were en-
rolled in either phase 2 or phase 3 of the trial,
which reduces the applicability of our findings
to this population.
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Table 4. Occurrence of Active Tuberculosis in the Phase 3 Trial.*

“Variable

100 person-yr (95% Cl)

No. of confirmed or dlinically diagnosed cases of active
tuberculosis per 100 person-yr (35% Ct)

. Per-protocol analysis§

No. of confirmed or clinically diagnosed cases of active
tuberculosis per 100 person-yr {95% Cl)

Isoniazid
Modified intention-to-treat analysis
No. of participants . 2989
Completed 28 mo of follovi-up — no. (%) 2839 (95.0)
Total no. of person-yr of follow-upt 6816
No. of confirmed or clinically diagnosed cases of active 9
tuberculosisz :

Microbiofogically confirmed active tuberculosis 4

Clinically diagnosed tuberculosis 5
No. of confirmed cases of active tuberculosis per 0.06 (0.02 to 0.16)

0.13 0.07:40 0.25)

No. of participants 1727
Total no. of person-yr of follow-up 3991
No. of confirmed or c!ir{ically diagnosed cases of active 5
tyberculosis
Microbiologically confirmed active tuberculosis 1
Clinically diagnosed tuberculosis 4

0.13 (0.05 to 0.30)

Rifampin

3023
2863 (94.7)
6882

3

4
4
0.06 (0.02 to 0.16)

0.12 (0.06 t0 0.23)

2136
4909

3.
2

© 0.10 (0.04 to 0.24)

Rate Difference
(95% C1y

0.4 (~1.5 to 0.8)

<0.01 (-0.18 10 0.18)

-0.02 (-0.28 t0.0.24)

-0.02 (-0.33 t0 0.29)

P Value

053

097

082

0.73

* Percentages were calculated on the basis of the madified intention-to-treat population. Differences between rates of follow-up are shown in
- percentage points, and differences between rates of active tuberculosis are shown in numbers of cases per 100 person-years.

4 Person-years were based on the total amount of follow-up from randomization until 28 months, the date of last contact, or death or occor-
rence of active tuberculosis. ) v

4 All the cases of active tuberculosis were ascertained with the use of active follow-up. Passive case-finding procedures did not detect any ad-
ditional tuberculosis cases but did redetect seven of the eight confirmed cases and five of the nine clinically diagnosed cases. Cases of clini-
cally diagnosed tuberculosis were judged to be probable cases of active tuberculosis by the review panel.

§ The per-protocol population included participants who receved at least 8096 of the doses.

450

A further limitation was the low event rate of
active tuberculosis in each group in the modi-
fied intention-to-treat analysis, as has been seen
in othér trials.®*" This makes the conclusions
less robust. However, given the observed rate of
contfirmed or clinically diagnosed tuberculosis
of 0.11 cases per 100 person-years among par-
ticipants who completed the 9-month isoniazid

regimen, and assuming 90% efficacy of this -

regimen,’ we would expect a rate of 1.2 cases per
100 person-years in the untreated population,
which, if extrapolated over the 28-month duration
of the trial, would be equivalent to a cumulative
incidence of 2.8% — close to the anticipated
cumulative incidence of 3%. Rates of disease
were lower than expected among participants
who did not complete treatment, in part because

the completion rdte was higher than expected in
the two trial groups and also because the par-
ticipants who did not complete treatment re-
ceived the therapy for a median of 3 months in
the isoniazid group and this duration of isonia-
zid therapy is known to have modest efficacy.®
Another factor may have been the very small
number of HIV-infected persons — a population
that in other trials involving participants with
latent tuberculosis infection had much higher
rates of active diseage 32343738

This trial adds to the mounting evidence of
benefits of rifamycin-containing regimens of 3 or
4 months’ duration. Numerous other observa-

_tional and experimental studies have shown sig-

nificantly higher rates of treatment completion
with the shorter rifamycin-based regimens than

N ENGL) MED 379;5 NEJM.ORG AUGUST 2, 2018

The New England Joumat of Medicine
Downloaded from nejm.org on September 5, 2018. For personal use only. No other uses without permission.

Copyright © 2018 Massachusetts Medical Society. All rights reserved.




RIFAMPIN VS. ISONIAZID FOR TUBERCULOSIS IN ADULTS

Table 5. Adverse Events in the Phase 3 Trial {Safety Population).

) . Isoniazid Rifampin Risk Difference
Variable {N=2809) - {N=2887) {95% Cl) P Value
) ) percentage points
Total no. of events reviewed by data and safety monitoring ~ * 162 (5.8) 30 (2.8) -3.0 (4110 -2.0) - <0.001
’ board (%)
Adverse event, with trial drug restarted without symptom
recurrence -— no. of patients (%}
.Grade 1 or 2 adverse event ' 4{0.1) 5(0.2) <0.1 (-0.2t0 0.2) 0.77
-Grade 3 or 4 adverse‘eventy 401 1{<0.1) -0.1 (-0310-0.0) 0.10
Adverse event, with trial drug stopped permanently - 153 (5.4 74 (2.6) -2.9 (-3.9t0 -1.9) <0.001
— no. of patients (%}% )
Grade 1 or 2 adverse avent 53 (1.9} 31(L1 0.3 (-1.410-0.2) 0.01
Grade 3 event of pregnancy only§ 38 (1.4) 21 (0.7) 0.7 {(-1.2t0-0.1) 0.02
All other, nonpregnancy-related grade 3-5 events§ 62 (2.2) 22 (0.8) -1.4 {-2.1to -0.8) <0.001
Grade 3 or 4 hepatotoxic event] - 50 (1.8) 8{0.3)" . -L5(-2.0t0-1.0) <0.001
Deathi~ 4.0 0 0.1 (0310 0.0) 0.045
Trial drug stopped permanently for grade 3-5 event judged
by panel as possibly or probably related to trial drug
— no. of patients (%) . :
Grade 3-5 adverse event of any type < 59 (2.1) 24 (0.3) -1.3 {~-1.5t0 -0.6} <0.001
Grade 3 or 4 hepatotoxic event . 497 ©8(0.3) -1.5 (-2.0t0 ~0.9) <0.001
Deathf 1(<0.1) 0 <0.1 (-0.1 to 0.0) 031
Trial drug stopped permanently for grade 3-5 event that
occurred during first 146 days after randomization
— no. of patients (%)% .
Any event, regardless of whether it.was judged to be 73 (2.6) 43 (1.5) -1.1 (-19 to -0.4) 0.003
refated to trial drug ) :
Any event judged as being possibly or probably related 51(1.8) . 24 (0.8) -1.0 (-1.6 to -0.4) 0.001
to the trial drug . .
Grade 3 or 4 hepatotoxic event 41 (1.5} . 8(0.3) -1.2 (-1.7ta -0.7) <0.001

% All the adverse events were reviewed by a three-member independent review panel whose members were unaware of the trial-group as-

el

p— _

i

— 9

EXN

signments. Detailed protocols regarding the management and grading of adverse events are provided in the Supplementary Appendix.
Severity was graded according to published criteria from the American Thoracic Society for hepatotoxic events® and from the National
Cancer Society for all other events.? Percentages were calculated on the basis of the total number of participants who took at least one
dose of a trial drug {safety population). The risk difference and P value were estimated by a binomial distribution model with an identity
link and generalized estimating equations. An exchangeable correlation structure and robust standard errors were used to account for cor-
relation of patients coming from the same family, P values were not estimated for events that were judged as not being an adverse event
or as not being related to the trial drugs. The occurrence of adverse events among participanis in the phase 2 trial was reported by
Menzies et al.’* The occurrence of adverse events among participants in the phase 2 and 3 trials combined are shown in Table S3 in the
Supplermentary Appendix. )

Data include three patients who were pregnant.

A total of 64 patients started alternative therapy for latent tuberculosis infection, after stopping the trial drug permanently because of an
‘adverse event. :

Pregnancy was considered to be possibly or probably related to the trial by the independent panel if the participant was taking hormonal
contraception and if conception occurred after the start of the trial drug and up to 1 month after the end of the trial-drug regimen. Data
include six participants who had already received at least 80% of doses by the time the pregnancy was recognized. These patients were
considered to have completed therapy and also to have had an adverse event of grade 3, Of the data shown, the panel judged that only
four of these pregnancies were probably related to the trial drug.

Five participants had a nonpregnancy-related adverse event of grade 3 or 4 that was considered 1o be related to the trial drug, but they had
already completed the treaiment regimen (received =80% of doses).

Detais regarding other types of adverse events are provided in Table $4 in the Supplementary Appendix.

If there were no events, the 95% confidence intervals were estimated with the use of the method of Newcombe ¥

if there were no events, the 95% confidence intervals were estimated with the use of the method of Newcombe,”” and the P value (as de-
termined from chi-square testing) was 0.31. In an analysis in which only one participant per household was counted (a crude method and
an extreme assumption to account for clustering), the confidence interval was the same, and the P value was 0.31.

This analysis was performed to account for differential ascertainment, owing to the longer duration of the isoniazid regimen, by limiting
the advérse events to those that occurred only in the maximum allowed time for the rifampia regimen (1209% of 4 months). The grade 3
or 4 hepatotoxic events reported here viere all were judged by the panel as being possibly or probably related to the trial drug.

-t
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with 9 months of isoniazid therapy'**16173! gnd
efficacy that is at least equivalent.?52323%4 The
findings of this trial also corroborate evidence
from other trials'™ and observational studies'>*3

that rifamycin-based regimens are associated

with substantially lower rates of hepatotoxic ef

fects — a major limitation of isoniazid* — and

with lower overall rates of adverse events of
grade 3 or 4.3 However, all these earlier stud-
ies may have overestimated the relative safety of
4 months of rifampin owing to ascertainment bias.

In conclusion, a 4-month regimen of rifampin
was not inferior to a 9-month regimen of isonia-
zid for the prevention of active tuberculosis. The
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Tuberculosis Proﬁle'

McHenry County TB Cases and Rates as of 1/11/2018

le.-|" Pulmonary; :|' Rate/100,000:
Active: | and Pletrals
2007 -5 2 3 3 2 - 1.61
2008 5 4 1 2 3 1.59
2009 3 3 0 2 1 0.95
2010 0 0 0 0 0 -0
2011 -4 3 1 4 0. 1.29
2012 2 2 0 1 1 0.65
2013 -1 1 0 ! 0 0.32
2014 5 3 2 4 1 - 1.62
2015 1 0 1 1 0 0.32
2016 1. 1 0 0 1 0.32
2017 0 0 0 0 0 0
TB Cases and Rates-US, Hllinois, McHenry County, 2007-2016%
Year Case Count : Rate/100,000
| US#ELv[Tlinois” | -McHenry Co |-~ US [ Tllinois” [: McHenry Co -
2007 13,293 521 5 4.4 4.1 1.61
- 2008 1 12,906 466 5 4.2 3.6 1.59
- 2009 11,545 418 3 3.8 3.2 0.95
2010 11,181 372 0 3.6 2.8 0
2011 10,528 359 4 34 2.9 1.29
2012 9,945 347 2 32 2.7 0.65
2013 9,588 327 1 3.03 2.54 0.32
2014 9,412 320 5 3.0 2.49 1.62
2015 9,563 344 1 2.98 267 {032
2016 9,287 342 1 2.9 2.66 0.32

“Data Obtained from: Illinois Department of Public Health, Map of 1llinois Case Rates found at
bitp://dph.illinois. gov/tapics-services/diseases-and-conditions/diseases-a-z-list/tuberculosis




